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H 2 ) 5 -, -(CH 2 ) 6 -> -(CH 2 )?-^ -(CH 2 )8-> "CH(CH 3 )-> -C(CH 3 ) 2 -, - 
(CH(CH 3 )) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -^^) ; 

(2)c 2 _ 8 t;v^~v>(m, -ch=ch-> -ch 2 -ch=ch-, -c(ch 3 ) 2 -ch=ch- 
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, -CH 2 -CH=CH-CH 2 -. -CH 2 -CH 2 -CH=CH-, -CH=CH-CH=CH-, -CH= 
CH-CH 2 -CH 2 -CH 2 - & if) & £\> 

r2ffi<7)^m^R<t:7K^J ft* L<t±Ci_4T;v^w. c 2 _ 4 r;i^~v 

V. £<bK#fl£ t<ii-CH 2 -. -(CH 2 ) 2 -> -CH=CH-&^-e&& 0 
[0 0 3 2] 

Zti-0-, -S-, -NR2-. -C0NR2-f 7t(i-NR2C0- (R2I4**]*?-* fl 

R2}i^t U < (iTK^JI?-* fzitCi^T)V^)Vm, £ h KB* L < ti^lSC^"? 
Ziijfl L<ii-C0NR2- (R2(±|tj|fii:|Wj^) , £ h KB $ b < te-C0NH--C& 
[0 0 3 3] 

Y(i> B* L<im-£3 L . Ci_ 4 T;v^V>, L< -CH 2 - 

. -(CH 2 ) 2 -. -(CH 2 ) 3 -^^T^So 
[0 0 3 4] 

Ri-e^£ft.& m&2ftx^xi> x^mk&} K&tfh [Wfc&} tLXlt, 

mkimm&mtTkmm, izmmfcivm^ ^mmmrn^ mt&tmmm. 
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ikLtwsu ram^tLTv^r^ iv^hTK^j n^it^e^a^LT^j 

Hl)K3£*±, L<»±»5"WK|&fll$*LTV»-C*>J:v»C6-i4T , ;-/Hfe 

i/^n^atX y^n^f;K v?u^>^-;W i/^n^y;v, v^n^T 9 
v*n**^;i/) „ C3_iov^ D7K-/Ht (#£ L < »iV^n^*-fe 

V 1 ;;^ bf^V'J^ e>Jy;K e^v-;K -OKy/K ^r^'^K <Yv*y 

tf^i;v'^;K ti^v-;K -t^^V-^K f-**^* U — >K vti Kn^> 
y*77-;V) ft So L<teC 6 -i4T';-^-C& , 9 

[0 0 3 5] 

Rl-C^$*t& PSU**J fi> tttfeRT^ftffi1ltwlftv^L4iHO«^S4:^rU-C 

(1) ~hn ; 

(2) t^rv ; 

(3) \L Kn^rv ; 

(4) ->tv ; 

(5) /M^fUS^ 7 7f, m.m, 3>?f) ; 

(6) Ci-6T;V^l/>v^^r^ (flU ; 

(7) iJ)V^'^i/)V ; 

(8) ^n^^n^ y^rn, a*^ jus, 3^*) ; ^ kh*-> ; vry 

;Ci- 6 7J^^y (#k ;*b*v) ; C i _ 6 T /Mr JUT*;' - * fcfiv?-g 
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&2tix^x>b £v>r^ y (#U r^y> ^f^r^y, y>f;v7^) ;c 
yy **-9-vy ;k h , ;r > / i ;;v> Tf7^)K t s 'j^;K ^'M^ 

) ; Ci - 6 ^^^^"^S^^tL-CV^-C^ J: v> 5 ^ 1 6 M^f f MtiS ( 

/u, jr. h ;K ^n^^rv*^**— /h^y^^^-K tert- 

f Y * i/Ufrtf-fr) ; mZ^fc LX^X *> i: v> y - L < «y-C i -10T 
*y.*y^ (#!k v^^W^^y ; v^-^i^x^y ; SMV/ni£ 
;v*y>*y ; v^^v^x^y ;2-t^yK-i l 3 ) 2-vt^W7^t-^ 
) ; #;wn*^;v ; ^n^>jfH\ t Kn^v^itfCi - eT^n^y-*^ 
>f-;H^ltfti^» l & v> 1 3 1@ofim*-es^$ ttr v^-r & x v^y - i fctt 
v?-d _ 6 r;v^^-*^^^^^ (flu y^^w^e^OK x.f-;v#;w<? 

/w*t>f/K 2-fc Ka^v-l-y b dr->^;i/^^;v-7 p n kf;i/7>;i//^^ ^) 
; ^nrXb^ttTV^T*) iv^Ci _ 6 T;V^;Vi3 «t ^"C i _ 6 7^nJry^f,I 
itthh 1 3fi:V^L3'Oom^-e*^^ttTV^T^ iv^y-f ^{i> y -C6-i47' 

-f ;K h y 7;vta^fjV7ix;v^;w^-f;v) ; Ci - 6 Tfr*fl'"£*s-* 
£tev-e3&£*t-Cv*T i> £^T<y, ^ny^k$*itv»ttJ:v»Ci- 6 7" 

Lsm^wm&xw&zfrx^xkx^y-ttzitv-cj-isTyfr*)^-* 

^ y ^^v;vtj;w^^ ;k y h*v#;vjK~;v:7i;^;i/#;w^>f;v > h'J 
xi>£^*y-ttzte*J-Ci-e7 n"*** ;v7 r ^ -ov (flu ^f^;v7r 
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l fcv>L3M<ae&&T-S&2*L-cv*T*> iv^Ci - 6 r;v*;v* 

X^X i> iv^C3_iov^n 7A-*^i (#!k ~>*n^*->;v) ; 

(10) 1 -SlS^nyvJE?- 7 7|, ^> A** 3**) T?S&S*l 
TV^T4> <tV^C6-i4T'; (#!k 7i^); 

(11) i~3i^ny^ (#k yym, tt** A*. 3-?^) -egmstt 

■CV»T*>J:v»C7-i377/V^^ (#!k ^>'^H 1 

(12) l~3fa«VNU$*>IS5^ (#k 7yf, «L£, 3*30 XW&ZK 

x^xi>x^5^L6M^mmmw^ m. fTvrv^v) ; 

(13) l-siBo^nyvig^ (#l 7?** ^> 3*^) -e«^$tt 

(14) Ci -6 TA' i3 t-^"Cll3ft$*tTV>rfc j:v>5^^U6MfMitI ( 

= v~;v) , /Nn^VI^ (flk 7-;|, *£5t. *St> 3**) ^fe«»dT*t& 1 
*v^t3Moil*ai-e*!fe$*L-cv^-cfe iv^Ci - 6 Tfr*)^* (#k 

; 

(15) i~31Ho^o^vm^ («, 7?I, ttHt. 3*3S) -ctt&Sfr 

(16) Ci -6 T^^r^-C*^-* fc»i^-«jft$*Lt^T* £V>T^ / (flU 
7 = A ^f;V7^7, ^W5A a^;vr^/> ->W75A 
ww^y, 7 p nt?;vr^/> ^WT^y) ; 

(17) Ci -loT^^V-M^-fc L< i±^-em§*tT^"Cb £V>***/-C 

)vfrhmzft%> i &v>L3^o^i&s-ee&£*L-cv*T*> -ttz\tv- 
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(19) fWLtv^U^ (^ey-fc u<f±v ? -Ci_ioT;v^;w) 

(20) i~3m<v^vr>m?- m, 7?m, ^m, ^vm) T«$ii 

(21) Ci-eT^JV'Ctt&^tLT^-C iv^5^^t6lffMMS ($J 
> f77'j;K fr^MfVy/K h'J77'J;K f^yjiK t''Jy>, V? V 5 
v?~;V) -el^^titv^ ^> J: v>C i - 6 7^^^^ ^7 (#!k * f-fl'* 

(22) Ci-6T;V^r;V'Cg^$ttTV>T^a:v^5 5feV^U6M^#^ : lt*^|S ($i 

„ f7v*v;K sj-^mj-vu/k mjtv;^ 7b77v;K tfyy/K tfys 

(23) 1 -SiS^n^M^ (flk 7vm, 3*7H) t?flHfe$^ 

(24) 1 ~31®<75^ny>lg^- (flU 7^1, 3-7if) T~g&£tt 

(25) 1 ~31®?VM3^>JIhP (#!> 7 7^ JIX* 3>7^) 
Tv*T& iv^y-isT^^^-^w-F— ;v ($k ^> /k 
f-;v#;w-F~;i/) ; 

(26) l-zmv^wfym^ (flU "7?*, ttX. JMft. 3 "7^) -e«m^tL 

t^T^ ^V^Cg-uT 1 ; -;V-C2-67'>' ,/ ^- ;l/ -^ ;v ^- ;v ^ 7^y;V# 

(27) l~3i^n^>I? ($k ffi*. JUS, 3*3R) -CflMftStt 
tv^T £^Ci - 6 7^3**>-*^#-^(W> y h^y*^-;K tert- 
7*h^y*;Wf-^) ; 
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(28) Ci - 6 T^*>W-ClKft$*fCV»r*) iV^5=5rV>L6MfMM-* 

(29) Ci _ 6 T;v^r;ve^^tLTv>T^> iv>5iv^L6I^fMft- 

(30) Ci - 6 7ww-i mft^ttrv^-ct J:v»*^*>f ;v 

(31) Ci-6T;v^r;l''eS^^tL-CV^T ! bJ:v^5^v*L6M^#^^^ ( 

= y-jv) „ ci - 6 r;v^^^>b®f»^ i &v>L2iioittfea£T?«ft$*L-c 

(32) 1 ~31@<^ny>J|rT- (#!k 3^Si) T*Sgl£*L 

[0 0 3 6] 

Jiffi r*MK*J fc*fr*W«at. tBF* L<(±Ci_ 6 T;v^^«m^ttT 
f f7 u >k t? V v ;k 'j ^ ;v) ; c i - 6 T ;v*;v-eg& 

If^U^—ZK t'D'Jy-;K tf^v^K 

t&£^ (^ey-& L< (±v-Ci _ 10 t;v^;w) s^^/M* 
x*/ ; ; ^77"nn>*x*; ; y7f^*x*y ; 2- 

[0 0 3 7] 

^7-/)vij fcuii, atAfc^t Lxm^Ltz m^fir^xi> 
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1) H Kn^yt«ttt?tiTV>tUK i - 6 7;v^ ;K Oq-uT V -/K -b 

y^W^A y roe/UTS >\ 7x^;VT5A N-y 

x-;v-N-^f;v7^y) ; 

2) ;nd^« (flu 7?#, a*, 3* fit) *5i^Ci-6T;l/^r;v^ 
kSlfftS 1 ^v^L31@osm*-t?sm^tL-cv^T^ J:v»*y-ifc«iy-Ci 

iJ7Wn7W7^;, N-7W-N-^f^7 5A ^>^y;V^ny° 

3) Ci - 6 T;v^;v-e«m$ttT^T^ iv^Ci - 6 7;vn^y-*^W5 
K tert- , 7h*S'#/M**"9-5 h\ N-tert-y* h ^rv^iWt-^-N-^ 

w<y) ; 

4) Ci - 6 T^^^-efi^^^TV^T^ «tv^C6-HT'; K ( 

7xi^**m5 K) ; 

5) Ci - 6 T^>U'CiiJft$*Lrv>rt «tv>C7-i3T7;v^r;v-^;v**^r-9-^ K 
(#!k ^>y;v*;vm^ h% 7x^>f;Mmt5 K) ; 

6) Ci - 6 T^^V-C^f&^tl-CV^-tk <tv>5^v^L6M^#^^^^-*^^ 

^■9-5 b\ tf'J^v^^W^ K) ; 

7) c i _ 6 T ;v ^f- ;v S*LTv>-c4>.fcv>5fcv*L6 M^#2^^5SI- * 
^•9-5 K(#k t Kn7VWWt5 K) ; ^ri^tf <b*t& 0 

[0 0 3 81 

(1) Jf/^^yjv ; 

(2) Ci-6 7;v+^-*M-;i/(M, r-fe^) ; 

(3) Ci-67^3^y-* ;wt-;v(M, * Hr->#/M?— >K ^Ky*^ 
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(5) Ci-6T^^;v-C^/-*^{iv-Sm^ttTV^T%J:v^;v/^-r;i/ ( 

(6) Ci - 6 T)\s*frX**y-*tzteiS-m&2fr-Z^tt> i^;V77^ * 

<f ; 

(9) 3|£J&j&l-cv*t& b< tiv-Ci -iot;v^;i^) *x*y 

^<2> o 

[0 0 3 9] 

7>/ij ;k jfr^MJ-VV/K b'JTy^K f>57 1 J^ fcfVv^K ^'J5y- 
; c i - 6 T >u3f ;w-Ctt&$*fCv»T & <fcv* 5 L 6 Jlil^^lfeftiSSIft 

) (flk y>f;v*^^^ ; >M-^;v*x*y ; ^v7nm^ 

d><b««r*L* l fcv»L3iHoS&&-?fift$ftTv»T& J:v ' c l - 6 t;v*;v* 

[0 0 4 0] 
0--?&v> o 
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[0 0 4 1] 

m&> ci-iot;v%;v^ c 6 -uT'; -^atisj: 0*07-137- 9 

tv*-c& <fcv>Ci_6T^;W 1 — 3 i^nyvi?- (M, *7^^> ia^, 

N 3«7St) t?gffe$tLtv>Tfe iv^Ci_6T;vn^rv. ^a^r'»|f («ff L<»± 

J:v^C 6 -i4T';-;Hfe (ffiL<li7z-)l/) i fctt5fcv>L7JI<0J|l3ltS35r# 
Z^-C0NR2- (R2«Kf?Bfc TOUo Iff b < (iTK^MT-f fcttCi^T^*** 

) ; 

Rl^Ci _6 T;V^^T#^$tLTV^T^ i V> 5 4V» t 6 If f If MS ( 
#!k fTV'JiV, jJ-^MJW/K HJTV'JiK f>5 , /V^ tT^v^K fcf'J 
^- ;v) ; c 1 - 6 t ;v ^ ;v -e®&£ fiX^X ^iv^^v^6 Rfg&^ffl&L 

fcfn'Jv.=:;K tf^9S>-/K vt^rVf TV*'Jy-;K -7t^7t^t 
>/ijv-;v) ; *3itm«r^bTV^-C*> J:^ (^ey - i> L < »± v-C ! _ 10 T 

; y7fJ^^*/ ; K-1,3,2-^ W^7^ t-^ 

) ; 

o 

[0 0 4 2] 
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Yl(»tt<{±> m&&. Ci_4T;V^t1/^. HCfftUli^ -CH 2 
-> -(CH 2 ) 2 -. -(CH 2 ) 3 -^^^^,o 

it-ftM (Mi t < (i^>-tf>s ytFn^>f>) . C 3 -i 0 is? uT frti > (#f 
t Kliy^nyn;^, ->?n:/*^ v^n^^^>, v^n^dr-^-v. v 

<{i^^>. ^t^^ f7V-iK 4 v3-*"9-V->K 4 5 

„ 1 -SfflO^n^HS^ ($!> 7?t, *£3t> 3*3?) TS&S 

tLWCfc J; v^Ci_6 TJV^;« (#!k hV7^n^f^) „ 1-3^ 

[0 0 4 3] 
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^ ; C i _ 6 7 ^3 * v - * (#!k * h * v u J- h * v 

^n*°*v:fr;wi?~;K 7'>^y*^^-^ tert-7 h * v#>^ 
^V);S^fiUv^U^ (*y-<>L<»±5>-Ci-i<)7>Mr*') 

-f;v ; ;M3yvKf, Kn* v£ *tfC i - 6 T 

l£*L& 1 ^v^L3^^«^*^*^$tt-C^T^iv^/-i/i(iv-Ci -6 

2-tFa^y-l-> b ^ y*;v*-;v--/n fc?;w#;w-^e>f )V) ; ^uyyit 
ZtlX^Xb X^Ci - 6 TfrZ-fr&XVCi - 6 r;V=3^r->^«bSt?*t* 1 ^ 

/^4)\< (#!k 7xxj^;w^^k ^Ky7xx^*;^^i/, h v y 
;vtn^f;V7xx;v*;w^/f^) ; Ci -6 T^^tr^y -£ fct±S>-B& 

n * v is <t t>x i - 6 7 ^ n * v - * Stftt* 1*^13 l^fJI 

tLTV^-C & <£ v>^y — 3 /:iiy-C 7 _i37 7;^^- iJ >W<HM ;v ( 

#;w<?^;i\ ^^y*^^^7x^f^;v^^K h>J7^n^f 
[0 0 4 4] 

1 3 m<DC i - 6 T;v^;v^-5-tL^tL®m$ flX^X i> X ^ 5 L 6 
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(#k f7v*'j;w tf-^MJ-w/K hvr/ 1 ;^ rb^/'JK tfu 

7 y ;k ■=& ;v * V - ;v> ■ f - * * ;v * V - ;K i?— ;K t? n i/~ ;K tf-^ 

o 

[0 0 4 5] 

ft (id ^at^ £ ti&sM^mtmmm^ * ^ ^-c* a t m- 

0-"C&v* o 

[0 0 4 6] 

ft (id -c&zti&it&moiikm&mtLTi*^ \>xT(oit^mij s mihft^ 0 

5iff*L& 1 ^v^L210<7)Sm*^^-tL^tL^LTv^-c^ ivW 5 

(Itft L<(±e^y-^) ; 

b^i ~3^i<7)^n^>jfgT- (^ij. 7^i> 3*7*) -eemsn- 

. 3-7fif) "eM^^ttrv^T^ i^Ci_6T;i/3^v. An^>^ (£ff L<« 
X^Ci_4T;V^rl^>f ^(iC2_4T;v^^-v> ; 

Z^-C0NR2- CR2atmE2:nA«. »* L < tt**]tf=P4 fcl*Ci_67 **** 

) ; 

JKT- (flU 7 7l H*, 3-7351) T®&£*l-CV>T& i^Ci_6T^^^ 

£ (#!k b'J7/i/tn^f^) jfeitK 1 ~3li0^nyvH?- (M> "7 

•yf, 3-7*) t?«Si$*Lrv»-c<> iV*Cl_6T^3^'>afe (flk * 
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jg<7)C i - 6 r;v^;vT^tt-etLS^$ Ktv^t U^5 4*v»L6 M^^^ltH 

[0 0 4 7] 

^ (i) tfc»4 (id -c^$:h,&*fr^»tf>*£2:LT{±, aia^w^st^^tL* 
. ya7i, mct^ ^w^au ^^>m> ^^^m. 

o 
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[0 0 4 8] 

^ (i) tfeii (ii) -e^$tL*^!»t3tt± soffit mr> #f§0JHb£Hjt 

^>f;v7^/*^Mk> (5 2 -**v- 1 , 
>-4-^;v) h3^>#;v^~;Hb> ^>9tKn7 9-Mk, t'n'jy;M 
^-;HL ^;<n>f^**'/^fMk, tert - Mb £ fttz^^J & t') 
mt&m<Djm. : &iPTZ/)vtt l> r;v*Mb> *)A,mt* tedm<b$*wHb£-t/ ( 

/■m>fjMk f^y-Mb^ 75-ML yVf ;V75 y^f 

75 MbSti^b^ (M, ^j^to * •> ;H^xf ;vx7> f Mb 
, 7i-;wn.*f-;Mb. A^^y^f;Vx^fMt, y^WU^f;^ 
^rMb, tf/N*n ;V^- y ^ f-^x^ fMb, xh^y*^fx;vt^vxf 
;vxxfMb, 7^'Jy^x^rMb, (5 ->-5 L ;l/- 2 1 , 3-v 

*^ ^b^tO/D K 7 ^li, j£JH#J£l 9 9 O^fiJ riln D pOill 

BtiSc* (flU 3 H, 14C, 35 S , 125ifc£>) ttt'XWM 
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[0 0 4 9] 

#!k K -r^. ^-r, -9-;^) 

i^^is^T, ^^iftKg^^&ffi^iiLTii, L-c«;Bo# 
[0 0 5 0] 

x h ij y'^yy, tKn^y^nfjUr^n-x, t Kn^y7 p Dtf;v^f 



mtE# 2003-3100244 
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^T^/^^>^ 3Wfn-)K hijx^/-;V7 5^> hV'JA, ^ 

x- b V A , -9- V f-^Kf- HJ")A, ftBfet- H; * A ^a^fk o 

o 

BEST AVAILABLE COP 
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[0 0 5 1] 

Ml*I^lt^> jBfcrt&Stf&k ^R^It^J. £»J&if) . ^-ffl^J (« 
p W * & v > »±2M1 □ to £3c£ ic^T § £ o 

tlzX «9^&&# 5 \ 0. 1-10 Oli%t^So 

[0 0 5 2] 

XrTV^^y^A, #'jifV>^'j3-;i/6 0 0 0^t') ft 
[0 0 5 3] 

asw> rate? ^vAn-tr/ ^afe^jx itefttt^ -fU3-fr/ ^ 
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TK^^-f Wa-f-f v^3£#J£: LTii. Wxlfk Kn^-v^ntf/Mr^n 

-3 0D5 5 m&&) > n-A77iWtt) ^ ^ * T * V frWL^ # 'J S C 
3r?bRS (ffign&) „ n-A77Ktt] > T * V Mk^f-fr ' * * T ? V 

m^f-fr&m.&imm®. [t>f K9^hNE agp n p£) . n-A77^tt] 

[0 0 5 4] 
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ft:?- h'J -?a, ^y-tyv, D-v^r.h-;v, D-v;veb-;w, 7K?$!£ 

n tiW^'j S^^^imftt^itCJ: 

So CORK Mafc* DfcflHfBMW (0IU •fryf-^BW-HJ**, Hs&^HJ* 

a^) , ^csgsu ($k t MfiLffr^rs , taffittaj (^ij, ^>y^r;vn 

[0 0 5 5] 

Ifl^ti^tLTii, $IxJ£-:x-n b n -7 ^ TGF- p 7,-^-7 r 
na-nhn7-f W^^SH?- (nerve growth factor: NGF) Mitt 

n>n7r/0|:^Ji:Lt!i, NGF, BDNF (Mffi5fcW^*Hi\ brain-deriv 
ed neurotrophic factor) , NT-3 (— a. — n b n 7 ^ >-3> neurotrophin-3) > 
NT-4/5 (~j--u hU7 4 >-4/5, neurotrophin-4/5) > NT-6 (-i-nl«n7 
4 >-6. neurotrophin-6) * Wolf's *L& 0 ^-Dfn7r/tt> 0JL< 
i±. NGF, BDNF. NT- 3^ ifC^^o 
TGF— /3 ^—s^— 7 T 5 y-fctt, ^^I^v^tM ^OfiB1td**fc@fc«fc 

*W^®l¥£;tl*U J £<£>Mri$fflk Lt(i, TGF- £ 1, TGF- £2, TGF-/33, 
BMP (#}£j&H^s Bone Morphogenetic Protein) -2. BMP-3. BMP-4, BMP-5 
> BMP-6, BMP- 7, BMP-8A, BMP-8B, BMP- 14 (GDF-5) „ GDNF (^'J7« 
ft5|5#^^^H^-> Glial Cell line-derived neurotrophic factor) •> neurtur 
in, artemin, persephin, GDF-1, GDF— 8, GDF Gfcg/^HfcH^ Growth/diffe 
rent i at ion factor) — 15unhibin a, inhibin p^ DAF(dauer formation)7& 
&fi&\?t>fLZ> o TGF- p 7. 7 7 5 'J — (i , £ L < liGDNF, GDF- 15& K 
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^-v : 44/ 



-a-n*^7r^J-atli, f!lx.(f^#W^«HT- (Ciliary neu 
rotrophic factor: CNTF) , 4^^-u^^y<o (interleukin-6 : IL-6) 4 

mmm^-t LT(±> fllx.tf'f >X V ^fltftWBHT- l (insulin growth factor-1 
: IGF-lK m&mUB^mm^mmi- (basic fibroblast growth factor) & t*tf 

iT-C* ») > ^f>t:fiL< JiNGF, BDNF, NT-3> GDNF. GDF-15& 

o 

[0 0 5 6] 

rt-*w>m, ^>^>h>nmm, mmmmmmtm. (als) , 
; »m*tt'WK£ ; 3MBtt&tiMV ; »«»« ; &o&mc& ; jbaa. 
tt^m ; xhfrh ; ? o#r, &mnmmi& (flu &m&kM&) ; nmm^m 

mmm* g-mmim) ; mat* («k ; 

($k iiittit#^if, #is^tt^jfiL$i, s^s^ w^Htt 

; t;Vya^7»^i (Hirschsprung-/^) £^0^ 

ttz, *%mfo&&i±, mmm m, immmm, 2atm ismmmm 
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^-v : 45/ 



) > itHffc^: [I GT (Impaired Glucose Tolerance) ] > iUltlfiL^ (#!k 

o 

[0 0 5 7] 

^#§^h^t^&^*te> &#/W-K Ma^m. ^^rtncto 

m^immtLxmo. o i~i o omg/k g#m. #f£l< 

ti0. 0 5-3 0mg/kg#l, §f>i:fft L<l±0. l~2mg/kgM 
T~&*K £<7)*&1 0 lH!~3!ll^f ^«iU\ 
[0 0 5 8] 

m&m • mmmn, ^rn^ v^mm, mmmmm. $ 

[0 0 5 9] 
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^-vl 46/ 



fcfc W >*apj ; >f y ; :/n * ^ y<i >*y >M£& ; >f >x y 

>o77^>hi^iii«# iNS-ii) **r) > -o^y^strcft 

vZtz\**:<DM. (MZ L < liv W , lx^'y 3r-9->(Reglixane) (JTT-50 

1) , GI-262570, * h^y * V*> (Netoglitazone) (MCC-555), YM-440, DRF-2593 

, BM-13.1258, KRP-297, R-119702, CS-011> FK-614, W099/58510fcfMRtfMb£- 
m (^lx.{f(E)-4-[4-(5-^^;V-2-7i-;V-4-^-^-9-Vy )\,* h^y)^>y> 
t^v^f^/]-4-7i- JVfilSO . r- -9" ^ y 9 if- ;V (Tesagl i tazar) (AZ - 24 

2) > 9 3tr^y *1f-/U (Ragagli tazar) (NN-622) BMS-298585> ONO-5816, B 
M-13-1258> LM-4156, MBX-102, LY-519818, MX-6054, LY-510929#) , a-V)V 

> w >*y >^<sit^j iTsj^fr-frvvm m> ^y^ 

y-F> ■fe7 v ^'y-K. ^T-^y-K, 5^~y ~ Kffcf^Otf^v^A^Tjc 
JftlW] . GLP-l$ffr7^^h GLP-!L NN-2211, AC-2993(exendi 

n-4), BIM-51077, Aib(8,35)hGLP-l(7,37)NH 2 ^] > 7 5'J>7^h (flU 

>W&) . V^^it^y'^r-lzlVmmn (#J> NVP-DPP-278> PT-100\ P 
32/98. NVP-DPP-728, LAF23790 > |ff3 7^h (#!k CL-316243, SR-58611- 
A, UL-TG-307, SB-226552, AJ-9677, BMS-196085. AZ4014090 „ Hff^!ffl#^J 

ftW* ^^^St^J^) > SGLT (sodium-glucose cotransporter) Iffl 

(flU T-1095#) *jW$t»f&*L* 0 
[0 0 6 0] 

K 7^^^7 V. SNK-860, CT-11230 > #jft**H^* <t WOigtJDlg 
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47/ 



(flU NGF, NT-3> BDNF. W001/14372lcfemo^^-- n h uy 4 . 
MM (f!lx(f4-(4-^ n n 7x^;V)-2-(2-^ < W) ;v)-5-[3-(2-^ 

^7x^7)^^^]^^^;-]^^) m) . ^fl^mm (®k Y-12 

8^F) ^ PKCIS##J LY-333531^) , AGEISM (0IU ALT946. kV^V, 
\Ly h*^f->> N-7xf->;i/f 7VJ *7 A 7*DV>f K (ALT766) „ EXO-226 

[0 0 6 1] 

*?> o 

=f-y^ -yy*79^-y, U*7 9^->^ T Y )V*7 9^~y, 7 )V*7 9^y, 4 
9*79^zsifz&Ztit><DM M> tf'JWt) m) ^ ^ ^ T 1/ >#JK»* 
P1##J (flU W097/10224Kffi«c<7Mfc£-$U Mx-tiTN- [ [(3R, 5S)-l-(3-T* h 
v-2, 2- y>f^7°a fcf -7- * n n -5- (2, 3- v ^ b^v7x- -2-* 

-4-i^rn^^) „ 747*7- Yihit^m ^7 47*7- 9*7*77 

P£J±#JJ:LTf±. r>^*^>->>*«»*lfl«U (0K 7>yh7°y;K 

;v^-9-;v^ 9 W > l3fr*sy (#!k 
„ i7xye*A TAny-fy, x*-?;e^ ^7j;vve>^) , *n-i>> 

ftJffiiBsWfcbTtt, ^tf^ttlMiim (flk m7x>7;V7^, 7 



ai«E# 2003-3100244. 



2002-320153 



^-v: 48/ 



; MCHg##J£}ft|g (0IU SB-568849 *, SNAP-7941 ; W001/82925& J: 0^001/87834 

^4tL«fls^^) ; -zL-u^y-j-ymtm m, CP-422935H0 
tfy^T K^^fltfStfaS (flk SR-141716> SR-147778^) ; >fgtfM 11/8 

-kKa^Tn^ KfKKnyt-4?B« (#k BVT-3498^) ^) , BV 
^-^m.mm (0!U WX^yK ALT-962^) . j537^Xf (^J, a-31 
6243, SR-58611-A, UL-TG-307, SB-226552, AJ-9677> BMS-196085. AZ40140^) 

, ^7°^v&&$mmm 1^7^ >\ cntf (^m^mmmmm^) m . ^ 

Vv^f^->7^h V > "7* K FPL-15849^) ^&mf h fi 

Z> o 

[0 0 6 2] 

n^>, t'jf;H*;vy-?Aft7n5>|) . f 7y' raS£#] (flU 
vK> y^n/^>f7^ b\ h^nwf7y>\ EFo?nnf7vF, 
FD7;^f7^h\ ^I'tFn^nnfyyF, ^>7;vfyF> 
Ti?b\ ^^^n^r^K^) , ^7;vK^rnyl^J (flu ^fn/5^F> 

/H50 x iiit^s (flu f^y>, rK i ;rw-»f) > 

#;v**7°9?->\ xF^i/K^^^ft,^, m-U-7;i/in-) 7 y 
^fl#t $> & -7 ;v y n > %> h v*{± * * 7 ;v 7 n y & J 
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% IL-2, I L- 1 2 fcif<0>f *>m&1fr* tv> 0 

[0 0 6 3] 

^tjflL^jt lt(±, «iLtf^ , « i ; y (flu y-r v >; ?a, -\/<?y 

v^A. yf V U A (dalteparin sodium) * if ) . 7;V7 7'J> ( 

$k 7^7 7'J^* , J')Ai^) , iHYuy}£ym ($)> T;V2f h n;<> (araga 
troban)& if) „ JflL^?#^ (flU y n —If (urokinase). f-V l?(tis 
okinaseK T;Wx"7 e '7-^(alteplase)> "fT"^— (nateplaseK ; e>77'7 
— tf(monteplaseK ^3 ~t? (pamiteplase) * if) . JflUl^S*tt«W36 ( 

#k ^IS^ n Vf ^^(ticlopidine hydrochloride) ^ vnx ? V— Mcilostaz 
olK ^fnf^^Hif JK f?yux b y ^ A(beraprost sodium) > % 
BH-fl"}*^ V7-h (sarpogrelate hydrochloride) & if) & if T&^lf *l£ o 

#Jfi*fe£t6«SGW i: Mx.lfT;V7 r*/U-> K-A' (alfacalcidol) . * 

jl/yf')i-;V (calcitriol) > .x\;U:#b — > (elcatonin) ^ t^A^v^ 
> (calcitonin salmon) > b 'J (estriol) > ^^'J7 7#> (ipr 

iflavone) . ^ Kn b U "> A (pamidronate di sodium) > 7V> Kn 

>^-7- b V y ATKfPtJ (alendronate sodium hydrate) > >f>*Kn >^~7" b 
V^A (incadronate disodium) ^-h^Jbtl&o 

%m%Mt LT(i> mz-\**9')y (tacrine) > K*^S»U (donepezil) . 
'J^UfTT-/ (rivastigmine) . 2f9>*^> (galantamine) ti 

&WF£&MMb LXit, mx-tiTtf*:)^? 4 y (apomorphine) , 
Z/frT-t-y j ;v (sildenafil citrate) #**^»fe>*L* 0 

m#z# • HSU&BtfWi: LTIi, #iJx.ifmm"7^^^-9— b (flavoxate hydroc 
hloride) . i|t + v7f-> (oxybutynin hydrochloride) . ^^7°n tf^ 
U > (propiverine hydrochloride) ^tL^> 0 

ffiSE# 2003-3100244 
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^-v: 50/ 



mmmmmtLxiz, wz.i&) y*j>, u^v-j v>^w<b*L& 0 

[0 0 6 4] 

v * n v^~tr|fl#£iJ (flk 4 yYt? v O ^ • U -9— 

(Cancer Research) , 14 9^ 5 9 3 5- 5 9 3 91, 1 9 8 9 30. "7° 

ij . ^-ynnv- (Journal of Clinical Oncology) . Sl2#. 213-225 
M> 1994^] , tf^fn^ Y (M, T*V'*WZ'm , h*n:/9$ YZk 

• (British Journal of Cancer) . H68^. 314~318W. 1993^] 

, LIF, IL-6. *>*X*^>MKttt&1fcfc%£i>*§&Wft&®tftm 
[0 0 6 5] 

o*, tt^fflR*, *t?*-f KfHMB* tffflMfc»k ^rn^ hlfefcfc***-? 
[0 0 6 6] 
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t*m*\z.wmn\*xib-btLh 2m<omMn&%z&-$m&T~<Dm\%& j 3-, 5) 
m&xoftmmi&^xnist-s. mx.k> *f&&4k&%o. &mmm<DM&x<D& 

M±m$Lir &Z.t &X- # & o Mi h X&>2> 1 

M«Bfc*fru Wrmmmz 0. 01-10 0MswBv>:iurj:v» o 

[0 0 6 7] 

> ^FfiEKX. KflOfolS. Jfiitffcak ^fn/f K^^^^#ffl 

[0 0 6 8] 

5$ (i) * N z^-conr2- o&izmubmitm) xtb&it&m (1 a) »±, u 
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Uti o] 




*Bre(±, tt&m (III) MbKJS^fti-- ttcj: 0> (la) 

ZWk&t&o *Sfcf±, iffcZr&o;^ «x.wr, 4t£-t> (III) (IV 
) fc4:E»«f^$*4^fe. tt<g*tJ (III) ORJC&ttlHIM*:i:^#«l 

(IV) b*BU&Z*tZ1fm%:Z:*m\<->Xftt>tL2>o 

tt&m (in) Mte* (iv) t*w&a*z<£zijm*, jiht, aa^ajo^ 

iDV^J-i ^ K> l -j.^;v- 3 -^f^7 5 ;yn^#w^f ^ kxcf 
^nn- 1 , 3 -V ^ ^V 1 ; -)At h7 7;i/tn*>- h iftiUB <7>ii 

h\ N,N-y7W-t>75 K4^7^ K£ ; ^nn*M, ^nn^> 

(iv) offiffliti, (in) kmlx^ aur, 0. 1-10^ 

»&»l«>46ffl*t±, (III) KMLX^ 0. i~l o^e;w§*. 

rmm Km&i&mM i-HKn^y-7-7f^>v^'j7 /k 1 - 
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53/ 



^ ii^, o. l-io^if, fff L<liO. 3~3*;i^*-e&£ 0 
M^jgte. -3 ot;~i o om^o 

RfcSZmte, 0 . 5 - 6 0 Bf P H 1-e^)^> 0 

[0 0 6 9] 

mZLfzft&yo (III) Ltfi, f!ix.(i\ M^tK^ 

o 

t&&b LTte, 08x.t£ h 'Jif;u7 5 > N e>;v>, N-^f-;v^;v*ij 

it&m (iv) <Dimm*, aw ^tt, ant, o. i~i o^;v 

SI> ffJKliO. 3 -3-=e;i/^fi-c^>^> 0 
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&mommmi*, it&m an) cwtt, mm, o. 1-1 o^;v^*, $f 
ELBumi*. mm, -3ot~io om^= 

EE»Nf^{±. 0. 5-2 0B#^-e&& o 

[0 0 7 0] 

Kmwmm&t Lxm^m^^^^^^ am 

o 

ffc-g-ti (IV) co^Bite, (III) WIT, S#0. 1-1 o^e;v^ 

Rt&^fi. -3 o°c~i o om^o 

rarw^t*. at. o. 5-2 ommx&z> 0 

z.<d£7 \z\^x%hfihi^m da) a, <£%\<7>ftmmm^%L, m^trnrn 

ztz, ±m&xmm&%>)t Lxm^btizit^m (iv) g#<zr^a<o^ 

[0 0 7 1] 

±mmxmmt^t Lxm^hti&ik&w an) a, mz-imTmm- 
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_J!^ — - «... 

(V) 



r6(±, fil^^tt-cv^-r^ iv^kTK^*, e&£*LTv>T& J:v*«*5| 

] 

r6-C^£*l& rem£*vrv*Tfc j:v^7v;HJ tLT(±, ftrffiR 1 i: L T-W^ 

, 7^;v)&if-eab& 0 

<k^% (V) Itmfrfrm&fcM-iirz.blzx. *k ik&W (ill) 

;v # y ^S^M^ ; y * a , DtM* ;v-> a & if o r ^ # y ±ii^#tm 

TK^k^- h'J^A, Ttmifc y ^ ^ ^ & ^<07jc^kT ;v # y &m ; TfcBfrffc^ 'J^a 
^ im.it ^^y 1 )^^ if OTK^t: r ;v 7j y ±m&m & t*&mf 
mttz^&^mmmit, mm. w&m (v) ^LT^fijir^^o 
<*±, t<7)fiii^ (v) K*tu 2 5 o s»> mm^mmmit 
, ft-g-ti (v) Knu &i. 2~^i oait^^o 
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KJ&m&t*. ft-2 0-»15 0^ »4L<ttft-l 0-Dl00t 

[0 0 7 2] 

mm-rzztvx^&o wtif, (v) 0-5*,. x**-ch=ch-s fc*±-( 

CH^g-t?**^^ RtLWft^lll (V-l) (V-2) ] 14. JSlTOCifelc 

[«fc] 
[ft 1 2 ] 




] 
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fc?;w t-y^jv), C 7 -i37y^^^(m, ^>-v;vK C6-14TM -;i/*(tffl 
, 7^^;v)&£*-e&£o 
[0 0 7 3] 
(IH 1 a) jStc^JS 

axSJo^Efflfiti, (VI) CMU ffJL<li»0. 5~lt)lO^;vS 

IfcfbMKH ; f h7t Kn7 9V, ytW>, -7xf;vx-r^^^x-f 
;v*;tK> ^y-;w y7 , n^V-;v^t'07;vn-;^^ 

o 

EUBmt\±. If, 5 0 1 5 0 ft* L < te&j- 10~l)100t: 

W t±* ffe 0 . 5 2 0 BSMBJtNfc & 0 

i<?)j:^:U#f)ti^|J (VII) (i, ^!)x.(«is 

mtm-zz it&m (vii) ^mm^rTK. tt&m (vn 

fcfc, ±IBXSla^^v^-ciE*Mk^i:L"CMv^tt^'ffc;^ (VI) (i, £ 
i£<2rftl<7)?j&> W£tf7f5^KnvV^-X (Tetrahedron Letters) , 413£ 
, 5453H (2000^) , W0 99/52882, v^-^V • Or? • $ • V^J-t" ^ 



tb!E# 2003-3100244 



WB. 2002-320153 
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- (J. Chem. Soc.) , Perkin Trans. l^ s 2-^\ 642-645K (1981#) ^Kffim 
[0 0 7 4] 

(Xeib) ^uyi/it^^p^ Kn^vMb^lS 

«fIT-(i, ik&m (VIII) ^/Nn^>^St'#L, Kn*v;Wb 
KJS^#-r^ tic J: 59 N (VII) ZmM-fZo 

^n^Wb^J^ffl*^ (VIII) fc#U tiKlilU^lO^ 

Kfcmi&%\<Dimmi±, (viid tatu afita^o. oo 

^r-9->, yxf^x-t^^t^x-t^I ; Gg^biitS?. 1, 2-v^nn^ 
^nnm, y?^nn^ * t*<^nr>^b^fb7jt3t^ 7-tfx> 

KB^m*. S#-5 0-2 0 £f£L<f20~l 2 0°CT^-2, o 

^s^f^{±m# o . i~48 mmx~$>& o 
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-> K ; *swfc* v * a N 7fcm<b^ 7k®Hk y * a & ifOTkgtf kr 

;v * y ; *HMt* y * a „ TkBfcfk * ;v ~> * a ^Tft^fk r ;u # y ±«&JR 

0*Ol6ffl*»±> mi%, (VIII) WLti§IJit*So 

14, 0* U<{i> ft-^ (VIII) l:ML, 2^3 0Sit^ o 

{4. 2®£Ui&M:i:o#J^T»?I^LTffi^T& J: <. 2KfciB£-LTJBv»Tfc iv^ 

o mmmzfct m.&Lxm^z> *o«^»±, «Fi*fc**u #«Jfc*e« 

£i40. 1- 1 0 0 0%. $fi L<(41~1 0 0%-Cab&o 
RJS?BlJK»±s SIHT. & - 2 0 -ft 1 5 0 0S L < (i^J- 1 0 -ft 1 0 0 °C 

£J£B#P4f4. ftO. 1 -ft 2 0I^IR|t?**'o 

Z.O)Z 3 )KLX&btlZik'&® (VII) (4, 2r&05MftffiS¥^ iilM 

iftst^ifc^tiio *k#& (vii) zfrwmwt-r^ \t&m era 

[0 0 7 5] 

(iiic) ^ny>jk^j:ufjni7K^»»£ 
Vc&W (IX) 1-*o 

^a^Wk^J^ffi*^ *k£^ (VIII) H*tU £f£L<&4ft2~ft2 o* 
RJ&H«63WO«ffl*»±, lk^% (VIII) fcttU »iL<(il5i0. 0 0 1 -ft 
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60/ 



1 ^frMM-e&Zo 
EU&mgtit, 5 0-2 0 0 fcr£L<ti 0-120 "CT?**o 

iOid^LTf#<btL&^% (IX) »±, &4DO^««l«#R, 011 

mm-f&ztwz&o $tz, it&m (ix) *^«««*r^, it&w ax) * 

viii) fi, Sflc&ftio^^ faj£ifv>-t;v • *7 • odvit- y ? ■ h 

V— (Journal of Organic Chemistry) , |5 1^ 4 0 7 51 (1986^0 % t* 

[0 0 7 6] 

(3312) WLitRJB 

BMl2tt«5«ffl*»i, lb£-t/ (vii) l^L, Sf$L< ti&i-H&i o*;^* 

&JSiBU£W\ m- 5 0 ~#*J 1 5 o t:. U* L < &**J- lO^lOOt: 

Rj£B#lfll f4> ii#> It 0 . 5 2 0 B#Fb1 -C* & o 
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[0 0 7 7] 

ztz. \\&m (ix) ^ vt+frw***/ vtkwxfr***/ Ymttuu 

VII) fc, =SMt**l£i; V>mft* fzl$**-y- V JU? n >J Kfc ^OfOStBW* 

Kj&miMmmi*, (vid cjtu u < i±<& i i o^s 

*«K»o«ffl*t±, (VII) K**u #3L<i±£ji~^i O^WS 

e 

RJE&aiKtt. |J-50~^I150^ ^Kliltl-lO^lOOt 

RJofl* W (i. diflr, $J 0 . 5 2 0 R#W?* S 0 

to* 5 klt» (ix) &to<r>frimwtWL, mk.\mm, 
tst^ifc^^o it&m ax) *^«M»«*-f*w, ax) * 

[0 0 7 8] 

(183) JiiftRjCfe 

*ISt?li, (IX) WJ>^i^ Mo^tT, KJ&fcJ£f£» 

Sr^itar^ftv^JRrtJ-CRjEiS^^ifclciO, (V-l) £g»t&o 

y f^m^- >K v * ^ ;v * ^ * y ;v * ^aqjfeif <b tt & o 
#«V ^K*<0«ffl*H\ tt&m (IX) fc*frU L < lift l -HB l o-e;v 

;VT^>, N, N-v^^VT-y 1, B-VTWis?* [5. 4. 0] 
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-e£><2> 0 

RjE&iaKii, sur. ^j- 5 o i 5 o °c, fii< im- lo^ioot: 

[0 0 7 9] 

(i84) fcmtmte 

r/vAl, BMtS^ &&-mM, /K V 4 * > V >$jm& X 

&mmn<Dtemmi*> v<&® cv-d k**u ^jk^o. o i 1 o 
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; N, N-y7 f ;v*;v^ r < ^7 ^ Ki ; ^ ^ / - ^*y-;v 
RJEiMEtt, iiit> *&- 5 0 1 5 0 ftt t < io~|jioot: 

"C <fc -5) o 

aei^wti^ aur, »o. 5-^2 on#w-c;&&o 

ioi-5tcLrf#^^<b^ (v-2) t±. ^<7)^lil¥t, ^xtfii 

[0 0 8 0] 

(I) *K Ztf s Za [Za i*-0-, -S-£ fcti-NR2- (R2ii|tf|Bi: l^jftH) * 
^1"] X-$>Z>iY&® (lb) »±, M x. (fmr^Dfe & i <h t^-C § & 



L -C^ $ tt* tttfi, Witf^n^ >M?\ -OSO2R 8 (R 8 (i7K*J^ 



EWSfe] 

Mfcl3] 




4 (3 
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^-v: 64/ 



T^;v^;v^j jci$»t*Ci_4Tn/^r;i'3lfc ttli> 

R8T'^ $ ti & rCi -4 T ;l/ * ^Stfi £ ftT v > T <£ v>C 6 - io T 1 j - ;HfeJ 

r8t?*f$*l& rCi_4T;v^r;w*-eg^$ttTv^-c^ ^^7-1477;^;^ 

L-e^£a£flfcg|^l±, H t 4L<*±^n^>jR^- (»*t< tiffin) , 
[0 0 8 1] 

(lb) (i. 0Jx.(^fc^ (X) Mfc<£!» (XI) 

4>> h'j7*fWX7rA hV7x-m7rA y7x-^'V^* 
V7*n tf;K 7/y*;i'^-;i/yt:>'j WW£>*l&<> 

(XI) ffc^ (X) £**U mmt. fcPl£L 
< ttl - 1 0li-e*4 e 

"7 >S^7VM^Offflf(t ft^tf (X) fctfU 1-5 0 
L<(il~l 0^ftt?**o 



tbH# 2003-3100244 



#M 2002-320153 



65/ 



f^4^i-f^S; ^nn*H, n n ^ * t*<^n^>>fb#Hb7k 
StS ; N, N-y^WM7? K^^7 5 Kii ; fc^Wbft&o itt 

BUoajSti, SI1H\ 1^-2 0^1 5 Ot:. S?£ L < J±&- 10^1 0 01; 

RjfcB#m«U &0. 1 2 0^*5. 

doi^tctx^^^fb^ (ib) it, <2sm<D&imw£@i, mx.iswm 

[0 0 8 2] 

(ib) te> ib^ti (x) **<&i^teBi*fr^a;MfrfrW (xii) Kg 

fcLfcSL I^b^tf (XII) Mfcfr* (XI) b*EJfcmt2>z.b\,z£vXi>2Lm 

<b^% (XII) 14, lb-g-% (X) fc*M5fcffittfttt*i:*, ifcKKJ:»>tt*<& 
#&T\ izmim ^mm^XKlB 3 * £ £ i: £ J: o -C»aH- a 

ffittftl^iofffltf^ 4b^t/ (x) k**u #i L < itfei -hB l o^6;^ 

Ltli, mz-tfimik* V * A, TKBMb^ h 'J * A. j^ifaK*^ f'J7 

ft^J^A, *BMk*^'>^A«r^oT^*y±**JR«L; ey*?^ h'jxf 

;UT^>, N, N-^^f-^T-V >\ 1, [5. 4. 0] 

yTU-i -^>&¥<dt$ ; Tfc^b* u -7 a. TK^bf- m; * a & 



ffiiE# 2003-3100244 
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^-v: 66/ 



mxh&o 

t^^^x-rM; ^hd^;va, n d ^ ^ > ^ n y >ft^t7K 

atJfc-Cfll*.!* 0 . 1 ~ 1 0 0 0 % x £F£ L < tt 1 ~ 1 0 0 
EtSfflJKtt, &-2 0 —^7 1 5 0t, «F*L<tt»-l O-H&l 0 Ot: 

io«to^b-c#^tL^>fb^ (xii) (i, &%\<Dfrmffim^&, mz-imm 
ifflmit^^o (xii) t^»Hi»^:r^, ib^-tj (xii 

[0 0 8 3] 

ffrfrto (XII) bft&b (XI) fcoRjfett, jK«icJ:»)tt*©«£T, EU&te 

umb Lxa, mkitim.it* u «7a, Tkitfb"?- bV7A, h u * 

fl^f y * a , ^m^b* ^ v 9 a £ ^<7> r ;v * v ±s&jr& ; e y ^ > , bvxf 

;P7$^ N, N-'^f^T-'J'A 1, %- 9 JT*f\Zi/9u [5. 4. 0] 
* >7*# - 7 -x>^^7 ^ >31 ; 3fc3*ft* V 7\miti- * Afc £V> 

temfcrnityo ; -r h u * a ^ h >\ ^ h y * ax h # -> h\ # v * a t.-y 

ifLt>ffi|feo^*i± % ib^ (xn) n**u &il<ii^i~l?)io^ 

tbmEi^p 2003-3100244 



!&m 2002-320153 



^-v*: 67/ 



^ ; N, n-^^W;ut5 K & b*<D t 5 KHi ; ^t^mfhKho dtt 

mitxm^o . i~iooo%, sm* t < i* 1-100 %t?&& 0 
(xi) (Dammit, (xii) kwu ®#i~2 omm, 

< li 1 ~1 O^it^&o 
£OSB#P^i. &J0. l-I^OIHflt*^, 

z.oZitzLxnbHUk&yd (lb) te, ^o^fflm^, #i;L(«*S 

[0 0 8 4] 

±ffiDftw.$Mt^£: Ltfflv^^Mi (x) texmk&m (XI) ii. 
£#<&£n<7>:frft£> & v> t± i *uc*£ tfc^ifcfc t fc#o Tftati" & i t tfX § & o 
(X) ?>9*>> X^-(CH 2 )3-"e^>^<b^ (Xa) »±. Mx.l^T« 

[Eft] 

Mbi 4] 

(VV (a>. 

*iirCMU tt&m (V-2) Sr«x»SK#i-ii:iCJ: 0, Ifc^tf (Xa) 

i± > tri acft & it £ is i a k t r^f *t & o 

ffiSE# 2003-3100244 



S&m 2002-320153 



: 68/ 



tfz, it&to (x) <Do%, x^-(ai2)3-^-eab^'fb^iwOv^T'b > ±fs 

[0 0 8 5] 

3£ (I) Z^-NR2C0- (R2«lfl^!^I^a) (I c) 14, « 

£ imTOFfti: 4 "9 ^t^tl^o 
[F&] 
Hfcl 5] 

0 

( A i-K-J-H ' (^c-«-«-0-,-rf 

i£&® (XIII) ^75 HkSJS^#i-Cii:^J:*), >fk^ (I c) 

it^m (xiii) &£mi&to (xiv) (4. gM^^^ia^^ot^st 

fcLTWfcsft-Mfrfr* (I c) (4. 08 
[0 0 8 6] 

(m, T-fef-;K , C i - e t;v=t * (flu 

^ h^r>'*;i/**-;V > xh^y*;u*-;K tert-^h^^*^^— , 



ffi§E# 2003-3100244 
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^-v: 69/ 



^>//f;v, C7-i 3 77^v-A^;i' (®k ^> if 
) > C7-i3T7JVW^y-*W-;v (®k ^>y>t^ry*;v*-^ 
, 9--7;v^-v^;v^ b^vTjJW-K-^&if) , 7*n>r/K N,N-vV 

;i/&if) , C2-6^ ;v y"- ;v ^ J > i-7';;v&if) &if7>^f £>*l£ 0 .rtt 

) , Ci - 6 T^n^rv (#U ^b^r~>> 7°n* 0 3rv£2f) %tz\±- 

;K "^ne;!^ ^vyntX tert-r?-;v& if) , C7-1 3/7^ 

^ ($k ^>v?;v&if) ^ *7.x~;k v'j;v (flu hj^^-;v->'j 

hijxf;i/yijjK y^f;v7x- ;v v 1; ;K tert - "7*^ ^ v 7 ^f;i/y V 

. tert- , 7*7 c -;vv>x.f-;vv i ;;v^h- r ) . c 2 - 6 r;v^-;v Ofck i-T';;v& 

urn, hji. s^m^t*) , zi-^r^u^-^ <m, * >*v> 

N 7°n^y^t') ZtzlZ- h n&if-r?tt^$:ft/Cv>-c& £v> 0 
[0 0 8 7] 

;W 7°ne;K ^fv^nt^K "7^;K tert -T/f-JVfc if) ^ 7x-;K M; 
;K C7-1 sT^^^r^V (flU , C 1 - 6 T)V*)V- 

t,)Vyfs=.)V (m, T-fef-ZK ^na^^^a „ ^>y-OK C7-1 377 

^>^;i/#;v>F-;v& if) , 2 -<r Y 7 \± Yu\£? ~ 
;K 2-rf7liKn77^K y'J;V (#!k h V ^ ^ /K h'J^f^v 
U/K y^f;l/7x^JVy^K tert- V ZK tert - 7*?- ;W v 

;v&if) , C2- 6 r;v^--;v (®l l-rv^&if) ^if^if^ 

3*ym%£l ^ Ci-6 7;^^ (flk J-f-;v> 7°n e;v&if) . Ci- 

6 7;^^y (flU ^Rvs x.R y> :/n*°*v&if) i^l-D^ift 



aitE# 2003-3100244 
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^-v I 70/ 



*>w^/K^««*fcUrti, fWT-fe*-^ (flk 1,3-v**^ 

&£f) „ #m^r-b^-;v ($k v-Ci- 6 T;v^;vr-fe^-;v^^) 

~7 7)V--fZ> -i y jr — if—v? vV-fev* (Protective Groups in Org 
anic Synthesis) , John Wiley and Sons =RJ (1980) KlBftO^&fc t'lztg £T 

[0 0 8 8] 

StUffl^tUK ?&&£LTte, MxJ« (I) T^SttMb^ 

*3&^b^W^ 7^H13H£> tett#H3:fls BUESttfrSr-M-T 

*f£9Hb^K&^$*L&o 

1) ^SUffifcJIifc 

^^h^^l^b^ (+) (-) --?>r 

(+) -M^m> (-) -m^m, (+) -i-7x*wrA (- 

tf}fiE# 2003-3100244 



#SH 2002-320153 



^-v: 71/ 



2) ^5;v*7^ 

§tnm MAtf?I^nvb^7 7^-^)ii^ ENANT I O-OVM ( 

J -0&r£\ CP-Chi ras i 1-DeX CB (v-xjUM 3->M±U 

3) ^7^7Vt-7-fe 

ift®i%%1$m (#!x.f2\ MTPA Ca-p<h*v-a- (h U 7;v^-n^^;v) 
y^-)mm ^ (-) & ZM&KfctztttZ 

[0 0 8 9] 

ffiSEiif 2003-3100244 



#M 2002-320153 



^->>: 72/ 



BlTt, ##W, W^fi^O^W^lfr^RWiSfeCWW^ 

b£/jrto MiS^ii. 1 ~3 0 < Ctf>ifiJK 3 S:^1"o 

[0 0 9 0] 
##09 1 

4 _ 7 ji / tn^>vM (2 0. 0 g) . N.N-V* W^A7 ^ K 

^^vr**-^ (2 4. 5 g ) ©a^trjn^matui^^ii^w^sa* 

/Co JBae»***«»U ^WK7v> (9. 3g) . x-tJ-fr (100 
mL) £Jnx.* Jnlfe««£L***?>3I^W^i?S^o SBM?:Ilt> 

«»LTltfeflM#» (20. 1 g) *»/io i^tfeiWrh7liKn77 
> (lOOmL) K&#U OtJ^fcaHtV^ATA'S-^A (3. 2 6 g) 

*tfe**<jta;U o t ct?iB#f H i7)^rl-»?7Zo Rj&«^iw«8»f-hy^Ai o* 

3» (3 8 g) in*., S1^3 0^lll*^ £»Lfco ^« 

flLt, 15. lgO!M»^#^o 14. 0g£ 

fh7tFD77> (2 0 0mL) fc»J*U ffifi-f^>^> (5 0g) * 
flniL, 4Wf«*S»^o RB&«-fr***«U 5t?:tlt"C^» 

^^'J*W7A^a-7>^77-f-i:#U:o (2 : 

1. v/v) »^ 5-(4-7Kn7x^V)-l-^fJV-lH-t°7 
vr-;v-4 _^;i/^t;Vt-*^ K (4. 2 5 g) *ifeftfii:fCllfco 
NMR(CDC1 3 )S :3.81(3H, s), 7.2-7.3(2H, m), 7.35-7.45(2H, m), 8.03(1H, s) 
, 9.60(1H, s). 

mmit^-mo x. n &UKm&irz>mfrz o , 3 - ( 4 - 7 /u* n 7x^jv) - 1 - 

iH-t?7 7-;v- 4 -*;i/*rr;vT*t K (3. 6 0 g) £$rfe^H.£ 

NMR(CDC1 3 U I3.99 (3H, s), 7.1-7.2 (2H, m), 7.7-7.8 (2H, m), 7.98 (1H, 
s), 9.90 (1H, s). 



ffiSE# 2003-3100244 
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^-v: 73/ 



[0 0 9 1] 

##fa]2 

JRsp: 4 1% 0 Ife^'iXA^ : 8 2- 8 31C 
###]3 

5-(4-^oo7x-)i/)- i - ^ f 1 H- 1° 7 V- ;v - 4 - * ;v*7^f 
K 

JR^ : 2 8 %o X^ B B Ho Ik* : 7 8 - 8 0 *C (S»xf^-A^rt>J: 

5 _(3_^ n o7x-jV)-i-^ l H- 1°7 v*-;v- 4 - * ;i/**t;i/t* 
^ K 

i»: 2 5% 0 ifeyyXAft. Mu&: 9 1-9 2V, 
##0!l5 

5 _(4_^n^7x-;l')- 1 1H- V-JW- 4 -^VjKT^t' 

K 

iDtfp : 3 6 %o itfeH#o 

NMR (CDCI3) a: 3.82 (3H, s), 7.25-7.35 (2H, m), 7.7-7.75 (2H, m), 8.05 
(1H, s) , 9.62 (1H, s). 

x _^^ ;w _5_[4_(>i; 7Hn^f;i/)7x^V]- 1H- kfv 4 
JR$: 3 1 %o HS-fe^D ^A H H Ho 1R£ : 6 6 - 6 7 t: (fttxf^-A^tVJ: 



ffiSE# 2003-3100244 



#® 2002-320153 



^-v: 74/ 



##i7 

5-(2-7Wn7x^;v)- l -^f;i/- lH-tf 9 4-*;vjKt;v 
ft K 

W$: 4 8 % 0 Iffei^tio 

H-NMR (CDCI3) a: 3.80 (3H, s), 7.25-7.4 (3H, m), 7.5-7.6 (1H, m), 8.06 
(1H, s), 9.61 (1H, s). 

[0 0 9 2] 
###!I8 

5-(3-7Hd7i-;v)- 1 iH-b 0 ^v*-;v- 4 v -#;i'**y ;v 

ft K 

ir$:2o%, ife^vxAi, us. : 1 1 5- 1 1 6t mm^fr-^*^ 

9 

l -^f;v-5-(4-^Wx-jv)- iH-tf^y-;v-4-*;V5KT^T* 
K 

flu*: 3 3% 0 ife^vXAi. M,£: 5 5-5 6X: (ftBI^/i/-^^^ i 

1 0 

ft*: 6 0%o ilfe'/VXAfio ttjft: 9 5-9 71C (S»xf ^-^tvj: 

fl-fnEHa) o 

###1 1 1 

1 5-7jl^;v- lH-tf^ v*-;v- 4 -*;wf7;vf t K 

jdup : 3 4 % 0 asferv XA B B ao njftt : 1 0 0 - 1 0 1 v mm^^-^^ 

###fl 1 2 

5 -(2 - 7V /I/) - 1 lH-^9V-;V-4-*W^7 , t K 

W:3 7 % 0 tefeT 01 ; xa b b Ho »/s : 1 2 1 - 1 2 2 r (sm^ 



H1IE#2 003-3100244 
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^-v: 75/ 



##M 1 3 

x _^ ;v _ 5-(4-7;vtD7x-;v)- lH-t^v*-^- 4-#;v**r;v 
ft K 

JDU£ : 2 4 % 0 ^ftfefi^o 

NMR(CDC1 3 )5: 1.42 (3H, t, J = 7 Hz), 4.08 (2H, q, J = 7 Hz), 7.2-7.3 ( 
2H, m), 7.35-7.45 (2H, m), 8.06 (1H, s), 9.58 (1H, s). 

[0 0 9 3] 

1 4 

l -^ycjfr- 5-(4-7;^n7x-;v)- lH-fc*^ 4 -*;v^r 

JR^ : 4 1%, JtfettMKIfco 

NMR(CDCl3)^: 5.20 (2H, s), 7.0-7.85 (10H, m) , 9.60 (1H, s). 
1 5 

5 _(4_ 7W n7x^v)-i, 3-v^f-;v- iH-e^v*-;v-4-*;v 
JR* : 3 2 %o ftrt^"/ 1 ; XAio : 1 3 0 - 1 3 1 *C (ftKxf^-A+t 
1 6 

5_v^n^v;l/- 1 -p^v- lH-tf 7 7-^-4 -*^/>KT;V7*li K 

um: 3 6% 0 Sfe^'jXAio s&A: 8 3-8 4X: (sm^^-^^>^ 

[0 0 9 4] 

##08 1 7 

^o^^Dr^$tL^> i-(4-7;vtD7x-;i/)-lH-^ 5 ^V- 
;V-5-#;v**>^?-;V^'=>> i-(4-7^n7x-)V)- 1H-W 5 
-/u- 5 -^;v^t;Vt*i: KfcSHtbfco JR¥ : 4 7%o fe-fe"/ 1 ; Xa b h Bo §t£ 
: 131-133*0 (tPfxf-^-A^t'/J: fJHttS) 
1 8 

4-7JVtn^niit7x;> (7. 50g), p -f^x^^)HiK5 



mSE#2 003-3100244 



#M 2002-320153 



^-y : 76/ 



V K ( 9 . 3 0 g) . .x* y (100ml) , (1ml) £]&n 

ZZWLLX, 12. 0gOfiM B H H W: o dOlMMft-JV (3 0ml 

ffflt^i^^L, MIT, 4-(4-7;v*n 

7x-;i/)-5-^f;i/-l, 2, 3-f7v7y-;V (6. 1 9 g> 6 3%) 

NMR(CDCl3)^ :2.71(3H,s), 7. 15-7. 25(2H, m), 7.7-7.8(2H, m), 7.77(lH, d, 
J = 1Hz). 

4-(4-7;Ho7x-;v)-5-^f;V-l, 2, 3-f 7^77*-^ (6. 
19g) , N-"7*n^£{±<^ -5 K (12. 4 g) , 77*ex^77f Q-h 

doomg) , raa-fbift* doomi) <Dm&m*im®imfiLLtfii)Sh§ 
mtf**W£tio m&m.&m*fcx-ffi&, m^mm^v^^^ ^xnm^, mm 

Ltzo WatoKtoMT h'J9A (30g) ,*«(100ml) SrftDx., *Plfe)B 
IL4!i s ?)12ffl^iHf, 6^mm (5 0ml) $<b^n^31^L 

U ^-fr A' (2:1, v/v) ^ffiWb, 4-(4-7iVtn7 

i^;V)-l, 2, 3 — f7V7 % /-^- 5 -*;V^T;VT*li K£ (3 6 0mg 
, IR$5.4%) ^efei H H a tLT#fco 

NMR(CDCl3)«5 : 7.25-7.35 (2H, m), 7.8-7.9 (2H, m), 10.11 (1H, s). 
[0 0 9 5] 
1 9 

v^f^vSiif^ (17. 6 g) , t h^v?>l7jcfatJ (5. 5 0 g) , 

(10 0ml) ^rI^%^»31^L^^^6^F^^^?l^ 0 Rmm 
-frWfcflMtU ^$0*3-9 S-JV (5 0ml) KmffiL, 4-7Wn7x^ 
H7m-b (15. 3g) fcjfoliU M-eiSfl^SiWfcSk 2&5e2K» 
Ifct- h V tAfcmWL (2 0 0ml) £}JQ;L, M^?tL&^<b 9 03*WJ&*§iH? 



miEfjf 2003-3100244 



#M 2002-320153 



^-v : 77/ 



y^fiV)-4-(4-7;VtD7x-JV)-2, 4 - 9 JM Kn - 3 H- 1 , 2, 4 
- J- y TV-;v- 3 — (2 9. 3g, JRJfc: 9 9%) SrffeMftilLT 

NMR(CDCl3)^ :i.33 (6H, t, J = 7Hz), 3.45-3.5 (2H, m), 3.6-3.7 (2H, m), 5 
.29 (1H, s), 7.15-7.25 (2H, m), 7.3-7.4 (2H, m), 11.21 (1H, broads). 
5-(y , xf^y>f;l/)-4-(4-7;vtn7x-;v)-2, 4-yt Ktt-3 
H-l, 2, 4-HJ7y-;V-3-f-t> (2 5. 7 g) 1^3. 5MfcffiWtfc 
mm. (0. 3%Offi5g^hV^A«:-g-tr) SriDx., Mi&tWM:^ <, 

19. 0 g) Srfi^o iOfM^ll* 1 0 %«**#?£ (100ml) 

u 70-7 5 xxzmm Lx2mmfr%mtto Kfcm&mz 1 o % «j A^jcit 

U $£7K^mv^v^ATi£;JS*U IlLt, 4-(4-7Wn7x^v)- 
4H-1, 2, 4-h'J7V-^-3-*WmK (7. 2 5 g, 43% 
) MMMiFafcLTWfco 

NMR(CDC1 3 )<5 '.7.15-7.25 (2H, m), 7.3-7.4(2H, m), 8.38(1H, s), 10.14(1H, 
s). 

2 0 

5-(4-7Wn7x-;V)-l, 2, 3 - f 7^7V-)V- 4 - *M>f x 
(1. 1 9 g) 07b7tKn77> (30ml) it^vM v/f ;u7;i^ 
5-7At K V K (1. 5M5eb^>x.>^. 10ml) & 0 "C"eiJDx.> O'CC 

flt&fc^fco i^ffeM^f F7tKn77> (30ml) fci&BU 

~^b^^7y> (3g) ztoz., m-ci6«fm*»§»^o aEE«-fr**«at 

> 5IMLT> Mi:vxf;^x*yifxf;i, (0. 50g), N,N 



ffifE# 2003-3100244 
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i-V. 78/ 



-^W;VAT^ K (10ml) &%ax.tZo ^<D^m^ OV^m^iti- Y 
'J^A (6 0%itt, 8 0mg) £*nx.> ottmn^iKo ra^ft 

6m^m7Kv» (1 0ml) , (5ml) fcTJllx^ An^jldK L*a*<b3B#H 

ftiLt, (2E)-3-[5-(4-7;Vtn7x^)-l, 2, 3-f7y 
7/-;V-4-^^]7^'J^ ( 1 9 0 m g , mMW& : 17%) *&StfeSft 

##09 2 1 

5-(4-7^tn7xrjv)- i - ^f;i/-iH-tf7V-;v- 4 -7>;v**T;i' 
ftF (3 5 0mg) , 7fcf5Hfc:r- h V «7A (12 0mg) „ y'xfjl/*x*;| 

(6 7 3mg) , N,N-y^ WM7U' (10ml) <£> 
tl-PlftW^gll^fco KJE&S'frW**^^^ #fffl-*-*H#fc;?>iRU ilJH 
7b7tKn77> (10ml) > jc? y (10ml) Oi^M 
£»#U l&^BSMfc^h 1 ;*^*^ (5ml) fciPx.. mS-C2B3W^ 

3iJILte»LT(2E)-3-[5-(4-7^*n7i-;v)- 1 -y^;v- 
1 H- \£y V-fr- 4-^^]7^'J^ (3 5 4mg, 8 4%) <D$££k 

: 2 12-2 1 3t 0 
[0 0 9 6] 

##08 2 1 t mm~ LT, ##0U 2 2-4 4 KfBfc<7MI:^£Mi£ L£ 0 
##09 2 2 

(2E)-3-[5-(4-* f^y7x-;V)-l 1 H-tf^ 4 - 

: 2 8 % 0 te-feT' 1 ; xa b b Ho djjSc : 190-H2t (y * y -/u-s>>r y 

##09 2 3 

ffiIE# 2003-3100244 
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^-v! 79/ 



(2E)-3-[5-(3-^nn7x-;l/) - 1 - ff-JV- lH-fc°7 4 ->f 

JRsp: 6 8%o Ift^JXAi, ttjflt: 1 8 5- 1 8 71C (^;-^-yMV 
v°n t? ;v x - r ;v £ «5 #*SH) o 
##M 2 4 

(2E)-3-[5-(4-^nn7x-;i/)- 1 — lH-fcf^ 4 -4 

;v] r * u 

JR*: 5 9%o Hfe'/'JXAlo I 2 3 7-2 3 9"C (^7-;V-vMV 

if ;vx-r;v«fc ° 
###ti 2 5 

( 2 E) - 3 - ( 1 - * 5 - "7 jl x;v- 1 H- fcf 7 V- ;V- 4 - >f )\<) 7 9 'J ;v 

m 

OT: 70%, IfeyjXA^ M: 2 1 5-2 1 6*C (^^/-jv-^v 

2 6 

( 2 E) — 3 — 1 1 -^;V-5-[4-(bV 7Hn^f^)7x^]- lH-fc?7 
IIX^I 73%o i^yijXAf H o I* * I 1 9 5- 1 9 6t (^/-^-v-fV 
2 7 

(2E)-3-[5-(2-7^tn7x-;V)-l -y?-;V- lH-lf77-^-4- 

jr$:3 0 % 0 i^^ 1 ; xa b |o ?»& : 1 8 6 - 1 8 7 *c U * / v 

yntf^x-x^J: «m*!h&) o 

[0 0 9 7] 
##M 2 8 

(2E)-3-[5-(3 -7^n7x^V)- 1 -y lH-lf^ V-;U- 4 - 

JR$: 3 8%o ^sfe^yXASo I9i-I92t (**y-;v-->W 



HiiE# 2003-3100244 
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^->?: so/ 



2 9 

(2E)-3-[5-(4-rn^e7^^;i/)- l -y?-;u- lH-e^ v*-;v- 4 ->f 
JR* : 4 6% 0 XAfto Bu& : 2 4 6-2 4 7X: * J-fr- 9 J4 V 

3 0 

(2E)-3-[i-^^;v-5-(i —?-7 ■*■/!/) - lH-t , 7V-;V-4-'f 
iix^: 5 3% 0 ife^'JXA B B Ho 2 i 6-2 i 71c (^;-^-/Mv 

3 1 

(2E)- 3 - [l 5 - (4 -^^;v7^-;v)- lH-tf^ v*--^- A -4 

: 4 3 %o m&y°v XA H B ao : 2 2 l - 2 2 2 °c ^ y v 

###!J 3 2 

( 2 E) - 3 - [ 1 > 5 - ( 4 - ~7 n y - 1 H- 1° 7 V- 4 

iRf : 78 % 0 &-feia#o 

NMR (CDCI3) <5: 5.25 (2H, s), 6.25 (1H, d, J = 16 Hz), 6.9-7.6 (10H, m, 
8.16 (1H, s). 
3 3 

(2E)- 3 - [ 1 5-(4-7Wn7x-;i')- 1 H-tf-7 v*-;V- 4 - 

i« : 6 2 % 0 Mlt^; XA H B Ho Bus : l 6 0 - l 6 l r * / v-r v 

[0 0 9 8] 

3 4 



tbfiE# 2003-3100244 
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^- *J : 81/ 



(2E)-3-[5-(4-7;vtD7x^;v) - l, 3-^^-f-;v- iH-tr^y-;v 
W : 6 3 %o isfe-/ 1 ; xa b b 0o : 2 o 8 - 2 o 9 r (^y^-y^v 

###]J 3 5 

(2E)-3 - (5-v^n^^v;i/- l lH-tf77-^-4-^^)7 

jr^ : 8 5 % 0 Hs^,-/'; xa h h Ho : i6or * / -;v-->v v 

3 6 

(2E)- 3 - [1 -^.y-J)V- 3 -(4 -7JVtn7x-^)- 1 H-H° ^ V—fc— 4 

ii» : 7 8 %o m&mfco 

NMR (CDCI3) a: 5.38 (2H, s) , 6.23 (1H, d, J = 16 Hz) , 6.9-7.6(10H, m) 
, 8.51 (1H, s) . 
###3 3 7 

(2E)-3-[5-(2-7 i ;;V)- 1 lH-tf-7V*-;i/-4-^;V]T^ 

m.m : 6 3%o «^7'jXAi 0 : 2 0 3 - 2 0 4r 

3 8 

(2Z)-3-[5-(4-^ Ky7x^)-1 1 V'-)V- 4 - 

iix^ : 3 0 %o «l-7°i; xa.Ho m& : 2 0 5 - 2 0 6 °c 

> <£ *9 WISH) o 
##M3 9 

(2Z)-3-[5-(4-7;Vtn7x^jl/)-l lH-fc?7 V-fr- 4 - 

ttsp : 7 4 % 0 te-fe^ 1 ; x^io aw* : 2 0 5 - 2 0 6 *c mm^^-^*^ 
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i? : 82/ 



[0 0 9 9] 

#%#!J 4 0 

(2E)-3-[l-(4-7;i/tD7x^;v)- lH-'f 5 ^V-;v- 5 -'f ;v]7* 
JRJ£ : 8 5% 0 US : 2 5 otm 

NMR (dmso-d6) 8: 6.17 (1H, d, J = 15.5HZ), 7.16 (1H, d, J = 15.5HZ), 7. 
35-7.6 (4H, m), 7.76 (1H, broad, s), 8.02 (1H, broad, s), 12.35 (1H, bro 
ad, s) . 
##004 1 

(2E)-3-[4-(4-7;KU7x-;V)-4H-l, 2, 4-hVTV-;V- 

3 -^r;v]T^'; 

mm : 7 6 % 0 ^fe^o M£ I 226-229*0 «fc 
##®l 4 2 

(2E)-3-[4-(4-7Wn7x^;v) - l l H-fcf 9 v*-^- 5 - 

JR* : 7 8% 0 

NMR (dmso-d6) d: 3.99 (3H, s), 6.17 (1H, d, J = 16HZ), 7.2-7.3 (2H, m), 
7.35-7.45 (2H, m), 7.49 (1H, d, J = 16Hz). 7.61 (1H, s). 
4 3 

(2E)- 3-[4-(4-7Wn7x^V)- 1-^^)1- 1 H-tf 9 V-)V- 3 - 

JR^: 7 8%o ^Jffifio 

NMR (dmso-d6) 3.91 (3H, s), 6.38 (1H, d, J = 15.5HZ), 7.2-7.3 (2H, m 
), 7.3-7.4 (2H, m), 7.41 (1H, d, J = 15.5Hz), 7.95 (1H, s). 
4 4 

(2E)-3-[5-(4-7;V*07x-;i/)-l-^f;U-l 4 - 
>f^]T^ U^BI (0. 8 0g) . 5%s*7WJ*-)fcm (0. 30g) > f 



ffi|iE# 2003-3100244 
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^-v: 83/ 



YyMYuyy> (1 0ml) N x.?y-)V (i 0m l) <7)m&m*±^J±(D* 

ISLT. 3 - [5 - (4 -7i^n7x^)- i lH-fc: 0 ^ 4 

-^V]^nt:>>| (o. 7 8g, 11X^9 7%) LTt#£ 0 
NMR (CDC1 3 ) 2.50 (2H, t, J = 7Hz), 2.69 (2H, t, J = 7Hz), 3.71 (3H, 
s), 7.1-7.25 (2H, m), 7.25-7.3 (2H, m), 7.42 (1H, s). 
[0 10 0] 

ntkm 1 

4-T^ ;^>V)V***yWLV*?-)V (0. 860), (2E)-3-[5-(4 
-7Wn7iZjv)-i iH-e^v*-;v-4-^;u]r^ V ( 

0. 74g), 1-tFD^y-iH-i, 2, 3-^>v'h';TV^-;i..7K^ 
# (0. 6 1 g) , 1 -xf 3 - ( 3 - i/^f;V7 yn * )V 

K (0. 7 7g) fci^N, N-^f;v^;^7^ K (8ml) <7)?1 

ft* (M g s 04) miffiLtzo nbtitzmfaZT-t h >-7k^^n^Lx 

> (2E)-N— [4 —&*7-n/&XfrS y ^ =.)V~\~ 3 - [5 -(4 -y)V 

. 8 6g. TO6 5%) **feryXA|t Uttft, ljjj[2 0 9- 2 1 0t o 
[0 10 1] 

1 mWifc LT, ^l&ffil 2-84 tCSBflO'fk^* Jiit L£ 0 
(2E)-N-[4-(yxf-;^^/^f;v)7i-;i,]-3_[5_(4_ 7; ^ 

n7i -^)- 1 iH-tf9y-;v-4--r^]T^'; ;vr^ k 

TO: 68% 0 Ife^XAI. Mjfit: 2 0 8-2 0 9<C (T-th>— fy^n 
£5&fl!l3 

(2E)-3-[5-(4 -7^t07x^)- 1 -^^- )X/ - 1 h— fcf 9 V— ;U — 4 
-^V]-N-|4-[(2-^yK-l, 3, 2 -5>**>9-**:7-f 2 - 



tBiE#2 003-3100244 



#M 2002-320153 



^-v: 84/ 



2 5%o MfeT-VXA^o MA: 2 2 3 - 2 2 7^ (T-th>-^V7 p n 

(2E)-N-[4-(v^^;v^x^>^^-;v)7jc-;v]-3 - [5-(4-^ 

y7x-;v)-i-^f;i/- iH-e^v*-^- 4 --T;v]T^ 'j )VT\ K 

J&sp : 5 5 % 0 ^feyv xa b h Bo MA : i 9 9 - 2 o o t: mm^fr-^**)- 

o 

mmm 5 

(2E)-N-[4-(yxf;wi>^*y^f^)7x-;v]-3-[5-(4-^ h * 
W : 5 7 %o iS^y^XA^o MA : 1 9 9-2 0 01C (ft»xf^-^t 

(2E)-3-[5-(3-7nn7z-;v)- 1 lH-t?7 V-^- 4 - 

-f ^]-N-[4-(y^fm^;>f;l')7i-;v]7?'J;i'7^ K 

3 9 % 0 ilfe-7 6l J XA B B ao MA : 248-2491C (SKif^-A^t 

> J: «9 Rift A) o 

(2E)-3-[5-(3-^nn7x-;v)- 1 -*<f-JU- 1 H- tf 9 V-;V- 4 - 
^]-N-[4-(yxf;v*^ / ty^f;V)7x-;v]7^'J;V7^ K 

JIW : 5 i % 0 a^fey; xa h | 0 MA : 2 l 4 - 2 i 6 1: (i^m^f-^-^^^ 

[0 10 2] 

^»J8 

(2E)-3-[5-(4-^nn7xx;V)- 1 — **f-)V- 1 H— tf 7 V*— 4 — 
4 ^]-N - [4 - (y> f ;Kt^*; > fjv) 7 x^;v] 7 ^ 'J ^7 ^ K 

um : 6 1 % 0 xai 0 MA : 2 0 9 - 2 1 0 r Cgm^fi'-^*"* 

> J: 19 ?*SA) o 
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^-v: 85/ 



mmm9 

(2E)-3-[5-(4-^nD7x-;v)- 1 lH-b°7V-;v- 4 - 

-T ;v] - N - [ 4 - (^•x.^/u*;* *y^fji/)7x-;i/]7^'j;vT5 F 

JR# : 4 5 % 0 ^^i;XA a B Ho : 217-2181: mm.jL^)\,-^^- 

>* o 
^ mm i o 

( 2 E) - N - [ 4 - ( *J* <f-)\s*7s *J * 7x^jl/] - 3- (i-p{^-;t,_5_ 
7x-;k lH-tf7V*-;v-4-^;v)T^ i ;^T^ K 
JDU£ : 2 o % 0 Ml:/ 1 ; XAgo Mua : 2 i 9 - 2 2 o n 

> J: «9 Bit A) o 
1 1 

(2E)-N-[4-(^xf;m^/^f^)7x-;i/]-3-(l-^fJV- 5 - 
7x;;v- iH-if'7V-;v-4-^;v)r^ i ;;vT< K 

: 6 l % 0 xa h b Ho kj^ : 239-2401C (wm^^-^^ 

mmm 1 2 

(2E)-N-[4-(v^f-;v***y ^f-;v)7i~;i/]-3-ll-^f-;i/-5- 
[4-(MJ 7Mn^f^)7x-^]- ih— t?t7 V— ;v— 4 — -f ^ ;vr 
3 K 

jr^ : 4 9 % 0 ^fey 1 ; xa h b Ho »jfli:2i2-2i3t 

1 3 

(2E)-N-[4-(^^-;ix^^^y **f~)\s) 7ac^;V]-3 - |1 -^^-;v-5- 
[4-(h y -7ju*u*?-)v) 7^ — m- tf 9 4 ->f ;u| 'J ;wr 

^ K 

4» : 5 8 % 0 item xa £„ mja : 2 o o - 2 o l r Qsm^^-^^ 

o 

[0 10 3] 

HJfe^ 1 4 
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^-s?: 86/ 



(2E)-N-[4-(^fW*y>f;V)7x-;V]-3-[5-(2-7;l/t 

n7x^v)-i-^ l H- kf ^ 4 - >r ;v] r * U ;vr 5 K 

JR^ : 6 7 % 0 tofe^i; XA H H Ho KjS : 2 2 0-2 2 ir (Sg|xf;v-A^t 

«m«hSI) o 
Hifetffl 15. 

(2E)-N-[4 -(^xf^X*y^f-A')7 3 - [5 -(2 -:7;v* 

n7i-;v)- l lH-fcf^ 4 - 4 ;v]y? >;;vr^ K 

: 4 3 % 0 XA 0 B Ho Jft^r : 238-240*C CR*^*-^*-* 

> J: o 
IH«U 1 6 

(2E)- 3 - [5 -(4 -7"n*7x^)- 1 -^f-;v- lH-^77-;v- 4 - 
^v]-N-[4-(^7W^*y^f;v)7x-)v]7? 'j;v7 5 K 
J|3U£ : 5 7%, *fe7*'jXA| Bo it£ : 2 l 2 - 2 l 4t 
>i $#8hi) o 

mmm 1 7 

(2E)- 3 -[5 - (4 -7*n^7i^)- 1 lH-kf^ 4- 

^v]-N-[4-(^iW7^/^f;v)7x^jv]7?'j;v7^ K 

I 5 2 % 0 ilfe^U XA# Ho M: 2 2 9-2 3 1t (ftBl^f-^-^** 
o 

1 8 

(2E)-N-[4 -(i?*?-^**; 3 - [1 5 - 

(l - t7f;i/)-iH-n*77-;i'-4-'f;i/]7^'J^7 5 K 

3 0% o it-feyijXA^o M* : 2 0 7-2 0 9<C Wxf;v-A^t 
^Jfefil 1 9 

(2E)-N-[4-(yxf;v^^^7>f;i')7xx;i/]-3-[l - 5 - 

(l -l-7?-)V)- iH-tf7V-;v-4 — f;v]7^'J;v7 5 K 

JR2£ I 3 3 % 0 ^'jXAio Mjft : 229-231t: (Mfcx^-^*^ 
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^-v: 87/ 



[0 10 4] 

2 0 

(2E)-N-[4-(v^;V***y >fJl/)7x-^]-3-[5-(3-7^ 
D7l -^)-i iH-kf^V-;v- 4->f ;v]r* >; ;vr^ K 

I 3 5% 0 ifer'JX^B^ jfj.rfjr : 2 2 4 -2 2 6V (Sm^^-^^- 

HiM2 1 

( 2 E) - N- [ 4 - (>^?- * j * +)V) 7x^]-3-[5-(3- 7 ;^ 

lH-tf7V-;i'-4-^;v]r^ V ;vr^ k 
W : 5 6 % 0 «l-t*'; xa b h Ho j»^c : 2 0 5 - 2 0 6 r (ff^?-*-^*^ 

mmm2 2 

(2E)-N-[4-(v^^^^^^y p (^;i,)- 7ai -; V ]_3_ [1 _^^. ;l ^_ 5 _ 

(4-^f;i/7x^;i/)- lH-tf^V-;i—4-^;u]T^ V jpt< K 

jr^: 5 8% 0 M/vXa^ : 2 0 7-2 0 9t mm^fr-^-v- 

%mm 2 3 

(2E)-N-[4-(^if;l/^*y^f;l/)7x^;i/]-3-[l-^f;v- 5 _ 
(4-^f;P7x-;v)-iH-e7y-^-4-^;V]7^'J ;VT^ K 
W ; 57 %o ^yi; XA B H Bo ftjft : 2 4 3 - 2 4 5 °C (am^;v—^-9- 

2 4 

(2E)-3-[5-(4-7;i/tn7x^;i/)- 1 -*^ }]/ - iH-t:^ 

^^-N-|4-[(5-^;V-2-^yK-l, 3, 2-v^*^**? 
-ti->-2—4 ;v)^f^]7x^;i/| y ^ K 

W : 3 6 % c ^-fey; xa b h Ho i** : 2 5 3 - 2 5 4 °c (nm**-*-^*-* 

Mmm 2 5 

(2E)-N-|4-[(5, 5-yVf^-2-t^rvK-l, 3, 2-5>**** 
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88/ 



4 i->-2 — f ;i/)^f;l/]7x^l/|-3-[5-(4-7Wn7xi;v)- 
1 ih- k^V-^- 4 — >f )V~]T9 V ;UT^ K 

JR* : 6 9 % 0 i^T-VXAio M£ : 2 7 1 - 2 7 3 t: (ftSxf^-A+f 
> J: 0 o 

[0 10 5] 
Ifc&fefll 2 6 

(2E)-N-{4-[(4, 3, 2-v**^* 

1 lH-fcfvV*— 4 — >f/u]T* 'J )VT X K 

JR^ ! 6 2 % 0 fcfe«/i;XA& e : 2 5 0 - 2 5 2 °C (ftKif^-A^f 

mmm 2 7 

(2E)-N-|4-[(5-7-f;l/-5-^;V-2-^vK-l, 3, 
W^7^t>-2-^^)^f;i,]7xi;H-3-[5-(4-7;l/tn7x 

W I 5 3 %o il-fe^ V XA B H Bo Hkj^C : 2 2 0 - 2 2 2 °C (iixf;v-^^t 

>i o 

II« 2 8 

( 2 E) -N- [ 3 - {V^fr** * y y 7 .x.^;i/| - 3 - [ 5 - ( 4 - 7 

W : 7 6% 0 *&:/i;>ca* 0 : 1 7 0- 1 7 2 V (mWL^^-^**r 

mmm 2 9 

(2E)-N-[2-(yx-f;^,t7^f-;V)7xx;i/]-3-[5-(4_ 7;l/t 
° 71 -^)- 1 lH-e^V-;v-4 --f ;l/]T^ V ;i/7 5 K 

W : 6 5 % 0 iE^yi; xa b | 0 Mjfit : 1 6 8 - 1 6 9 *C mm^^-^^- 
> i <9 H,) o 
3 0 

(2E)-N-[4-(v^;V^^^y ^^^)7olx:;V]-3-[5-(4-7;V^ 



ffiSE# 2003-3100244 



2002-320153 



jr^ : 5 o % 0 l&feia^o 

NMR(CDC1 3 ) 0.89 (6H, t, J=7Hz), 1.3-1.4 (4H, m), 1.5-1.65 (4H, m), 3 
.11 (2H, d, J=21.5Hz), 3.78 (3H, s), 3.9-4.00 (4H, m), 6.35 (1H, d, J=l 
5 Hz), 7.2-7.4 (8H, m), 7.51 (2H, d, J=8. Hz), 7.66 (1H, s), 7.82 (1H, s 
). 

mmm 3 1 

(2E)-N-[4-(yxf;m^y)7 x -^]_3_[ 5 _( 4 _ 7;l/tn7x 

— ii/) - 1 - * 1 h- t:7/-;v- 4 --f >u]r * v ^ K 

6%o ife^')XA B H Ho mjsc: i 74-1 7 6t: Mxf;v-A^t> 

[0 10 6] 

MMffl3 2 

(2E)-N- 14 - [2 -(vo^;V***y)j^;i/]7 - 3 _[ 5 _( 4 _ 

7Wn7i-)V)-i-^f;i/- lH-tf7V^;v-4-^;v]T^'; )vr < Y 
W¥ : 1 9%o ifeT'ijXA^o k^c : 1 5 7- 1 5 sr (mm^n^-^*^ 

> X «9S^ B H H ) o 

3 3 

(4-7Wn7x-;v)- 1 -^-f-^- iH-tf9V-;v-4--r;i/]T^U ;vr 
^ K 

W : 5 0 % 0 it-fe^'; XA B s Ho K£ : 1 5 4 - 1 5 5 <C (S|xf;p-A^t 

> i «9 ?»& A) o 
HW0 3 4 

(2E)- 3 -[1 5-(4 -y )V^uy - 1H— tf 7 V— ;v— 

4 ->f ;i/]-N-[4 -(^i^^^J^^y ^^-;U)-7^^;V]r^ U ^7= K 

^:25 %o te-feT 9 '; xa b h Ho : 2 0 7 - 2 0 8 v (w-m.^?-^-^*^ 

"Pf$n bh) o 
I£fifcfll3 5 
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^-v>: 90/ 



(2E)-3-[l -^>v ? ;w-3-(4-7;v^-n-7i~;v)-lH-e^V-^- 
4 — f ^]-N-[4-(yxf;v^A^y ^)7x-;v]T^'J ;VT^ K 

: 5 7 % 0 XA H B Ho ifcjfic : i 9 9 - 2 0 0 V )V **«9- 

> £ 0 B^h) o 
H«U 3 6 

(2E)-N-[4-(yVf;V*^*y^f;v)7x-;v]-3 - [1 -a.^;v-5_ 

W : 73 % 0 aofery xa b s 0o : 1 8 7 - 1 s 9 r mm^^-^ 

7 

(2E)-N-[4-(^xf;^^y^^)7x^]-3-[l-xf;i,- 5 - 
(4-7;^n7xx;v)- lH-tf 7 7-;i'-4-^;k]7^'J ;vr= K 
7 4% 0 tffeT-'jXAB^o HjA : 2 2 6-2 2 7°C 

[0 10 7] 

H»0 3 8 

(2E)- 3 -[ 5 -(4 -7 )V-*uy *.=.)V)- l , 3 ->^^;i/- lH-fcf 7 V- 
A'-4-'f)l']-N-[4-(^fm*;^fA')7x-^]7^«J^75 K 
JR* : 7 0% o Iffe^'jXA^o Sfej^C : 1 9 5- 1 9 8D (I^a^y-^* 

MMM 3 9 

( 2 E) -N- [ 4 - (v>^f-;w-frx*y p< y ^cl^} - 3- [5-(4-^;v^ 
uy 3 - y * 1 h- H° 7 V-JV- )V-\T?V )VT< V 

W\ 1 6% 0 Iffe7-'jXA B B Bo HjSc: 1 5 9- 1 6 0°C (ftHfct?->l/-^* 
V>X o 
4 0 

(2E)-3 -(5 -v^n^^v;v- 1 1 H— tf y V— ;V — 4 — )V)- 

N - [ 4 - (^^ f ^ f jv) 7 x^;i/] 7 ^ 'J ;V7 5 K 

: 1 9 % 0 
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^-v: 91/ 



NMR(CDCl3) a: 1.2-1.85 (10H, m), 2.7-3.0 (1H, m), 3.15 (2H, d, J = 21.5 
Hz), 3.65 (3H, s), 3.69 (3H, s), 3.87 (3H, s), 6.15 (1H, d, J = 15.9 Hz 
), 7.1-7.8 (6H, m). 
1 

(2E)-3 - i lH-fc:^ 4 ->f ;v)- 

N - [ 4 - (v^f-jw** * y ^ y T ^ U ;>T ^ K 
: l 3 % 0 

NMR(CDCl3) S: 1.2-1.85 (16H, m), 2.70-3.00 (1H, m), 3.13 (2H, d, J = 21 
.5 Hz), 3.65 (3H, s), 3.95-4.1 (4H, m), 6.15 (1H, d, J = 16 Hz), 7.1-7.8 
(6H, m). 

mm a 2 

(2E)-N-[4-(y>f^^*/>f;v)7x-^]-3-[5-(2-7'J^) 

- iH-tf^y*-;v-4--<^]T^ i ;;vT5 K 

W. 7 2 % 0 XA B B Bo JBt^C : 2 0 1 - 2 0 21C (mM^^-^*^ 

yj;!9S^) o 
§£«!I4 3 

(2E)-N-[4-(yxf;wt^*y^f^)7x-ju]-3-[5-(2-7 1 J ;v) 

- l -*<f-fr- lH-vfy v*-;v-4--<;i/]T^ i ;;V'T^ K 

JW : 8 4 %o asfem Xa 0 b Ho Hi* : 195-I96t (i^m^^-^-^^r^- 

[0 10 8] 

H»J 4 4 

(2E)-N-|4-[(5-rf-;V-5-^;U-2-^^rvK-l, 3, 2-v* 

2 ->f ;v)^ ^;v]y jl-M - 3- [5-(2-7 i ;;v)-i- 
: 8 8% 0 itfeyvXA^o HMfc : 2 o l - 2 o 2TC 

H«!)4 5 

(2E)-N- U -[(^?-;v***y)(y h^pv)y ^;v]-7^-;vl - 3 -[5 - 
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2002-320153 



92/ 



(4 -y)V^uy i -^^-^-^77-^-4 — f ;i/]t* 'J ;i/T 

5 K 

i\m : 6 0 % 0 XA H H Ho I 2 0 0-2 0 1t (iiif;i,-A#t 

> «£ B^obb) o 

*JfeM4 6 

(2E)-N- |4-[(S>.x*-/nfc;**y)(fc Fn^rv)^^-;u]7jc^;l/| -3 - [5 
-(4-7Ho7x-;v)-i _^ ; v- iH-kf^ V*-^- 4 --T;v]r^ 'J ;v 
75 K 

: 1 5% 0 M7°'JXa h b Ho m,£ : 1 9 4 - 1 9 5°c (mk^^-^^- 

>± o 

*te«4 7 

(2E)-3-[5-(4-7Wn7x^;v)- l-^;l/- 1 H— kf^ V— 4 
--T;i/]-N-|4-[(2-^^vK-4, 7-ytFo-l, 3, 2-*Jlr**t 
&X7^\£ y- 2 -'f;v)^f;v]7x-jv| V ;VT5 K 
JD8£ : 6 5 % 0 xa h b Ho n>,£ : 1 6 9 - 1 7 1 «c <&mx-*-fr-^*v- 

HMM4 8 

(2E)-N- I 4 - [ > y ;V t y * jV,f^ ^ 7 7-^71-^1 - 3 -[ 
5-(4-7W07i^)- 1 lH-lf7 7*-;V-4-^ ;V]7^V 

mm I 3 5 % 0 tefeBfl:,, 

NMR(CDC1 3 )£ 13.78 (3H, s), 5.24 (2H, s), 6.27 (1H, d, J = 15.5Hz), 7.15 
-7.3 (4H, m), 7.3-7.4 (6H, m), 7.5-7.6 (2H, m), 7.61 (2H, d, J = 8.5Hz), 
7.83(1H, s). 
^»J4 9 

(2E)-3 - [5 -(4 -7 )VJrU7 ^ — 1 -^^;L-- 1 H- tf "7 V—fr— 4 
;v]-N-|4-[t: Kn^>(2-bfiJ y-^)>f ;v]7x^|7^'J;V7 

urn : 2 3 % 0 ^feM B H a o 
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NMR(CDCl3)<5 13.75 (3H, s), 5.30 (1H, broad s), 5.72 (1H, s), 6.27 (1H, 
d, J = 15.5Hz), 7.1-7.4 (8H, m), 7.40 (1H, d, J = 15.5Hz), 7.5-7.65 (3H, 
m), 7.80 (1H, s), 8.56 (1H, d, J = 5Hz). 
[0 10 9] 

mmm 5 0 

(2E)-3 -[5-(4-7JVtn7x-;V)- 1 lH-b°7V*-^-4 
-4 ;u]-N- j4 -[t Kn^y(6-^fJV- 2-t?U y-Ji/)^f^]7x-^ 

tf: 6 8 %o #8frfe*£Ao 

NMR(dmso-d6) £ 12.59 (3H, s), 3.74 (3H, s), 5.81 (1H, s), 6.52 (1H, d, J 
= 15.5Hz), 7.14 (1H, d, J = 15.5Hz), 7.3-7.65 (9H, m), 7.89 (1H, s), 8. 
03 (1H, broads), 10.06 (1H, s). 

mnm 5 1 

(2E)-3-[5-(4-7;vtD7x-;v)-i iH-t?9V-;v- 4 

--^;l/]-N-(4 - |[(4 -7 t nt>-4H- 1 , 2, 4 - f 'J 7 V*— ;V — 3 — 
;v)^f;v]ft|7x^^)7^'J^75 K 
jjx^ : 6 5% 0 $ftfeftAo 

NMR(CDC1 3 )<? :i.00 (3H, t, J = 7Hz), 1.8-1.95 (2H, m), 3.77 (3H, s), 3.9 
7 (2H, t, J = 7Hz), 4.19 (2H, s), 6.34 (1H, d, J = 15.5Hz), 7.15-7.4 (8H 
, m), 7.51 (1H, d, J = 8.5Hz), 7.78 (1H, s), 8.02 (1H, broad s), 8.08 (1 
H, s). 

mm 5 2 

(2E)- 3 -[5-(4-7il/t07i-iV)- 1 1 H- 4 

-^;V]-N-(4-|[(4-7 P ntf;V4H-l, 2, 4 — h U 7V-JV- 3—4»s 

JRsp : 3 7%o iffei 0 H B o 

NMR(CDCl3)<5 :0.96 (3H, t, J = 7Hz), 1.7-1.9 (2H, m), 3.79 (3H, s), 3.98 
(2H, t, J = 7.5Hz), 4.21 (1H, d, J = 9Hz), 4.32 (1H, d, J = 9Hz), 6.34 
(1H, d, J - 15.5Hz), 7.2-7.5 (7H, m), 7.73 (1H, d, J = 8.5Hz), 7.82 (1H, 
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s), 8.01 (1H, broads), 8.14 (1H, s). 

mum 5 3 

(2E)-3-[5-(4-7^tD7x-;V)-l 1 H— tf y V— ;v — 4 

--T;V]-N-(4-|[(4-7 p nti 0 ;l/4H-l, 2, 4-h'J77-iV-3-^f;v 

4JUp: 3 0% o $lttMiAo 

NMR(CDCl3)^ : 1.05 (3H, t, J = 7Hz). 1.9-2.0 (2H, m), 3.79 (3H, s), 4.18 
(2H, t, J = 7.5Hz), 4.64 (2H, s), 6.37 (1H, d, J = 15.5Hz), 7.2-7.45 (5 
H, m), 7.5-7.6 (2H, m), 7.7-7.8 (3H, m), 8.24 (1H, s). 

mmm 5 4 

(2E)-N-[4-(yxf;^x*/^fju)7x-;v]-3-[3-(4-7;v^- 

n7x^;v)- i iH-t?7 7 , -Ji'-4-^;v]7^'J;i/7 5 F 

JR* : 6 0% o iffey'JXAfao Htjftc : 1 9 7 - 1 9 8t; mm^^-^ 

H«0 5 5 

(2E)-N-[4-(yxf;^x*y^f;V)7x-;l']-3-[4-(4-7;vt 
n7x~;i/)- i ih- tf^y*-;v- 5 -^f;v]T^ v ;vr ^ K 

W: 7 4% 0 Mfe7'jXA H B Ho BuSc: 1 3 8- 1 3 9 °C (T-b h >-^M?- 
> i •? o 
[0 110] 

mm 5 6 

( 2 E) — N — [ 4 — (yxfj^^* J * -7 - 3 - [ 4 - ( 4 - "7 

□ 7x-;v)- l lH-tfvV-^-S-^^lT^'^VT^ K 

J|BP : 6 2 % 0 ^Hf-fey; xas, Mfcj^ :K:2 0 3-2 0 4t (r-fe b >- 

mm 5 7 

N-[4-(yxf;v^^y^f;i/)7x-;i']-3-[5-(4-7^tn7x- 
AO - 1 -**f-)V- iH-tf9V-;V- 4--f ^]7at't>7? K 

OT* : 5 3 % 0 isfe*/ 1 ; xa h h Bo its : m& : 1 4 3 - 1 4 4 r (r-fe h 
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%mm 5 8 

N-[4-(^W^*;^fJV)7x-JV]-3-[5-(4-7;l'tn7x- 

l lH-vf9v'-;v-4-^;v] < 7 p ntf^->r^ K 

JR^ I 4 7 % 0 te-fe^ 1 ; XA B e Bo m& : 1 4 2 - 1 4 3 1C (T-fe h >-^s^r-^> 
J: ^#^b h h) o 

mmn 5 9 

3-[5-(4-^on7x^)- 1 iH-kf^ V-;i/-4 -4 

N — [4 — ( yxf;^ ^ * y y. +)V) y x. -;v] y°n e * > T ^ K 

: 5 3%, #rfeg H B H o 
NMR(CDCl3) 3 : 1.24 (6H, t, J = 7Hz), 2.53 (2H, t, J = 7Hz), 2.82 (2H, t 
, J = 7Hz), 3.10 (2H, d, J = 21.5Hz), 3.73 (3H, s), 3.95-4.1 (4H, m), 7. 
.17 (1H, dd, J = 1.5/8. 5Hz), 7.2-7.3 (2H, m), 7.37 (2H, d, J = 8.5Hz), 7 
.4-7.5 (4H, m), 7.72 (1H, broad s). 

mmm 6 0 

(2E)-N- |4-[(2, 4-yt^rV-l, 3-f 77'Jy>-5-'f^)^f 
;v]7x^;v| - 3-[5-(4-7^n7x-;v)-i -y lH-n°7V- 

W : 5 3 % 0 te-feT 91 ; Xa h b Ho it* : : 149-1501: (r-t > 

o 

^IJfctffl 6 1 

(2E)-N-[4-(^xW^,ty^f;l')7x-;l']-3-[l-(4-7J^ 

n7i^v)- iH-^f 5 r/-^-5-^f;v]7^';;v7^ K 

JR^ : 6 8 % 0 *fe7 01 ; XAalo Ui£ : 1 6 5 - 1 6 6 V (T-fc h 7 7*n 
[0 111] 

mmm e 2 

( 2 E) - N - [ 4 - (^^ f ;v*x * y ^ f ;v) 7 x - - 3 - [ l -(4-"7;v* 
n7x-;i/)- lH-^f 5 r/-;i/-5-^f;v]7^ V^TS K 
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JR^S : 6 8 %o XA H B Bo HjSc : 1 0 8 - 1 0 9 *C * ; -;v-7Xi *) 

Hifcfll 6 3 

N-[4-(yxfm^/^f;V)7x-;V]-3-[l -(4-7Wn7x- 

jrj*s : 6 5 % 0 ii-fe@#o 

NMR(CDCl3> a : 1.24 (6H, t, J = 7Hz), 2.63 (2H, t, J = 7Hz), 2.92 (2H, t 
, J = 7Hz), 3.10 (2H, d, J = 21.5Hz), 3.9-4.1 (4H, m), 6.94 (1H, s), 7.1 
5-7.25 (4H, m), 7.25-7.35 (2H, m), 7.39 (2H, d, J = 8HZ) , 7.53 (1H, s), 
7.86 (1H, broad s). 

mmm 6 4 

N - [ 4 - (y7 f ^ty ^ f ;v) 7 x-;v] - 3 - [ 1 -(4-7^n7x^ 
)V) — 1 H— 5 VV- )V- 5 - ;v] * > 7 $ K 
JR2£ : 6 3 % 0 &frfeH#o 

NMR(CDC1 3 ) .5 : 2.64 (2H, t, J = 7Hz), 2.91 (2H, t, J = 7Hz), 3.12 (2H, 
d, J = 21.5Hz), 3.64 (3H, s), 3.68 (3H. s), 6.94 (1H, s), 7.15-7.25 (4H, 
m), 7.25-7.35 (2H, m), 7.41 (2H, d, J = 8HZ), 7.53 (1H, s), 8.11 (1H, b 
road s). 
miMffl 6 5 

(2E)-N-[4-(^iW^*/^f^)7x-;V]-3-[4-(4-7^t 
n7x-;v)-4H- l , 2, 4-h i ;rV-;v-3--f ;v]7*y;vT5 K 

mmm 6 6 

(2E)-N-[4-(^>f^X*/yf;V)7x^JV]-3-[4-(4-7;Vt 
n7x-;l/)-4H-l, 2, 4-fV7VHl/-3-^;v]7^'J;V7U* 

8 1 %o HS-feT"; XA H B Ho : 2 5 0V\ck±-?frffi U ts-fr-Y* 

NMR(dmso-d6) d 13.21 (2H, d, J = 21.5Hz), 3.57 (3H, s), 3.62 (3H, s), 7 
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.08 (1H, d, J = 15.5Hz), 7.2-7.4 (3H, m), 7.4-7.7 (6H, m), 8.90 (1H, s), 
10.46 (1H, broad s). 

mmm 6 1 

N - [ 4 - (S> 3L*f-)\,** * ; -3-[4-(4-7J^n7x^ 
;i/)-4H-l, 2, 4 - h U 77-JV- 3 ->f^]"^n kft/'T? K 
JR^ : 7 7% 0 ^m-feg^o 

NMR(CDC1 3 ) * : 1.24 (6H, t, J = 7Hz), 3.0-3.1 (4H, m), 3.10 (2H, d, J = 
21 Hz), 3.9-4.1 (4H, m), 7.15-7.3 (4H, m), 7.3-7.4 (2H, m), 7.48 (2H, d, 
J = 8.5Hz), 8.21 (1H, s), 8.8-9.0 (1H, m). 
[0 112] 

%mm 6 8 

N-[4-(y7WX*;^fJV)7xi;l/]-3-[4-(4-7Wn7x- 
;v)-4H-l, 2, 4-h V7V-^- 3-^;V]7 , nt^>75 K 
JR2$S : 5 4 % 0 #atfeH#o 

NMR(dmso-d6) 5 13.0-3.1 (4H, m), 3.11 (2H, d, J = 21.5Hz), 3.64 (3H, s) 
, 3.67 (3H, s), 7.15-7.3 (4H, m), 7.3-7.4 (2H, m), 7.48 (2H, d, J = 8.5H 
z), 8.20 (1H, s), 9.22 (1H, broad s). 

mmme 9 

(2E)-N-[4-(^xf;m*y^f;v)7iz;i/]-3-[5-(4-7^ 
n7x^)-l, 2, 3-f7y7 , /-JV-4--f^]7^"JJV75 K 

W : 4 5% 0 $t3£fe@#o 

NMR(CDC1 3 ) a : 1.30 (6H, t, J = 7Hz), 3.15 (2H, d, J = 21.5Hz), 4.05-4.2 
(4H, m), 7.15-7.3 (4H, m), 7.4-7.5 (2H, m), 7.5-7.6 (2H, m), 7.65-7.75 
(2H, m), 9.29 (1H, broad s). 

mmm i o 

(2B)-N-[4-($>*?-/l/*.X*y> ^^)V)y^-)^]-3-[5-U-y^^ 
D 7i-JV)-l, 2, 3 - f 7 y 7 y*-;V- 4 - iV] 7 ^ 'J ^7 a K 

s\m: 5 4% 0 flStfettHo 

NMR(CDC1 3 ) a 13.20 (2H, d, J = 22Hz), 3.71 (3H, s), 3.75 (3H, s), 7.2-7 
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.3 (4H, m), 7.4-7.5 (3H, m), 7.58 (2H, d, J = 8.5Hz), 7.73 (1H, d, J = 1 
5Hz), 8.06 (1H, broad s). 

mm 1 1 

(2E)-N-[4-(yif;v*7*y^f;i/)7x-;u]-3-[4-(4-7;vt 
n7x-;P)-l, 2, 3 -f 7 ^7 7- ;V- 5 - ;v] 7 ^ 'J ^7 ^ K 
JDUP : 3 7% 0 Iffe7'JXA H B 8o Kkjft I 1 7 3 - 1 7 5*C (T«fe h 

o 

^«|J 7 2 

(2E)-N-[4-(y^f;^^*7^f^)7x-;>]-3-[4-(4-7;i/t 
n7x^)- 1 , 2, 3-f75^77-^-5->f^]7^'JA'75 K 
: 5 3% 0 Satfe^UXAfto BUS I 1 9 6-1 9 7t (T-fe h 

^Jfefll 7 3 

(2E)-N-[4-(^if^*^*y^f;i/)7x-;i/]-3-[5-(4-7JVt 
D7x^)- 1 lH-fef 9 4 - ;V] 7f - 2 -^>T^ K 

W: 6 5%, &3t&f*A. 

NMR(CDC1 3 ) 5 ! 1.23 (6H, t, J = 7Hz), 2.29 (3H, s), 3.10 (2H, d, J = 21. 
5Hz), 3.70 (3H, s), 3.95-4.15 (4H, m), 5.78 (1H, s), 7.1-7.4 (7H, m), 7. 
4-7.5 (2H, m), 7.64 (1H, s). 
[0 113] 

mmm 1 4 

N - [ 4 - ( Vx-tf-frfr* * ;^f^)7x-jV]-3-[5-(4-7;Vtn7x- 

;W- 1 -j**-^- iH-t?77-;i'-4-'f^]7^t5 F 
JR^ : 6 8%, 

NMR(CDC1 3 ) 8 : 1.2-1.3 (9H, m), 2.4-2.6 (2H, m), 3.10 (2H, d, J = 21.5Hz 
), 3.15-3.25 (1H, m), 3.68 (3H, s), 3.95-4.1 (4H, m), 7.1-7.2 (4H, m), 7 
.2-7.3 (2H, m), 7.34 (2H, d, J = 8.5Hz), 7.48 (1H, s), 7.5-7.6 (1H, m). 
Mt&m 7 5 

(2Z)-N-[4-(^xf;m^y^tf;w)7x^]-3-[5-(4-> h * 
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J[PP I 76%, ifer'jXAi, MjK : 1 8 7- 1 8 8t (gmx.f-Ji'-^v- 
7 6 

(2Z)-N-[4-(^^f;i/*^*/^f;l')7x^;i/]-3-[5-(4-> 
~>7x^)- l iH-t?7 % /-;v- 4 - )V] r * y ;vr^ K 

jr^ : 7 6 % 0 tefeyy xa h b Ho jK£ : 172-1731C 

o 

mmm 1 1 

( 2 z) - N - [ 4 - (^xf * / ^ 7 x - - 3 - [ 5 - ( 4 - 7 ;i/ 1 
D7x^v)- 1 lH-tf^ v*-;v- 4 -^f ;v]r* y ;vr^ K 

W : 6 8 % 0 M-fe-/ 1 ; xa^ 0 »jS : 2 0 8-2 0 9t 

> J: f) BUM) o 
H»J 7 8 

(2E)-3-[5-(4-7JV^n7x-;v) - l 1 H— tf 9 V— ;v— 4 

--f ;v]-N-(4-|[(3-7 p ne;i/-3H->f ^ 4 ->f 

tl7x-^)T^'J;l/7^ K 
WM: 6 5% 0 HffeT€^77X 0 

NMR(CDC1 3 ) 5 10.97 (3H, t, J = 7Hz), 1.8-1.9 (2H, m), 3.77 (3H, s), 3.9 
2 (2H, t, J = 7Hz), 3.97 (2H, s), 6.33 (1H, d, J = 15.5Hz), 6.67 (1H, s) 
, 7.15-7.4 (7H, m), 7.4-7.45 (2H, m), 7.51 (1H, d, J = 8.5Hz), 7.78 (1H, 
s), 7.95-8.05 (1H, m). 
HMtfll 7 9 

(2E)-N- l4-[(2, 4-v>**V-l, 3-t WJy>-5-^;i')^ 
f;v]7x-;H-3-[5-(4-7Wn7x-;v) - 1 lH-t?7V 
4—4 ;P] T ^ y ;v T ^ K 

W: 77 % 0 0 

NMR(CDC1 3 )<J 12.95-3.2 (2H, m), 3.74 (3H, s), 5.15-5.25 (1H, m), 6.52 (1 
H, d, J = 15.5Hz), 7.05-7.2 (3H, m), 7.35-7.6 (6H, m), 7.89 (1H, s), 10. 
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04 (1H, s), 11.70 (1H, broad s). 
[0 1 1 4] 

mmm 8 o 

N- [ 4 - (i?z-i-}i>*x * y y 7x-;v] - 3 - ( 1 , 5-/7x^v- ih 
- tT9 4 - ;V) yn t°t>7^ K 

IIX^ : 9 2 % 0 XA B B Bo 157-159*0 (11^^^-^*^ 

>i0 IMS A) o 
HM^!I8 1 

N-[4 — (a. h^v*;V^;v^^-;i/)-7 jc— 3 - ( 1 , 5 — v 7 7x-;V- 

lH-e^V~;v-4--f ;v)7*ot:>>7? K 

JR^ : 9 2 % 0 iSfev'i; XA H H Ho 143-144*0 

^M^ll 8 2 

N-[4-(* h*v#;w-K~;i/)-7^;=.;v]-3-(l, 5-y-7^-;v- lH-fcf 
W¥ : 9 7% 0 it-feyi;XA B B Ho JgftjSC 1 9 6 - 1 9 7*0 (BM^^-^*^ 

mmm 8 3 

(4 - |[ 3 - ( 1 , 5-v7x-;k 1 h- t?7V*-;v- 4 - 7"n/V ^ ;v] 
94 % 0 is-fey; xa h b Ho m> a; 1 99-20 it 

o 

HM^J 8 4 

4 - j [ 3 - ( 1 , 5-^7i-;w-iH-H°9v*-;i'-4-'f;v)7 9 nyNV^;i/]T 
t$: 93 % 0 Hfe^/ 1 ; xa b b Ho m^c 2 5 4 - 2 5 6 *o (r-t h 

[0 115] 
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y y hC6in)*-*?Mm (ATCC) £10% FBS(Fetal Bovine Serum) £HrtfDu lb 
ecco' s Modified Eagle' s Medium (DMEM) fftr =J =y --^>typel 3 - h <7)75c m 2 

hvy°zs>mmz±-ormmzm&L, 10% fbs^^memt-iiii^l*: 

o 

^^<7)»=Sr5xl04/mLt tzh «fc ? C10%FBS^DMEMT#^L, ^^-r>t 
ypein- b<7)48^*T-V y>^. (teSc^-* h*t) cT^^wcO.SmL-f 

%OBSA (bovine serum albumin, v ^1±) ^DMEM^^Jk U 3CtC2BM* 
*Lfco **±i**E|JKU GDNFOM^iT--80 < C(i^t/:o 

.^GDNFfcvfc (MAB212, R&D*±) «-2^g/mLt J; HTBS ( h V *««&:g:& 
3£tK I 25mM h V ( P H8. 0) > 150mM NaCl) A J -f V - h 

. Tween20£0.05%^frTBS (&T\ TBSTtP&ffi) ■ClIfflftjfrLfco »JMfc«>#* 
x;W:7n^>^ (l%BSA:fe J: 0*5% sucrose Sr^trTBS) fcO.ZmL-ToJn;^ 

HUffi L7tC6«co^±vto. lmL£ iDx.T3B#^^ST^fi Ltfrf&, TBSTtr5|lI^ 
»Lfeo 500f&1firfR U ^0lGDNFSl#: (G2791, 7u*m±) 

SrO.lml/foiDx., MLT2l$IW1tL;fcfc, lBSTT5E«:»Lfco «fci§M£0#* 
Jt/l/fc, 5000^^5^ L /^horseradish peroxidaselSISIHft— 7 h V IgY#i#: (G1351 
, yn^^ftt) ^O.lmL-foiox., 2^IBiat»iL^, TBSTT?5laI«fe#- Ltz 
o *J?*§?i£ (TMB substrate solution, BIO-RADtt) £0. 1 

m *r 0. lmLr ojn x. T RJS* ib* fcfc, ®£ jfc© jfe*450nmfc * it £ (ft** * «£ 
L/c e 
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f|fl2 0 0 2-3 2 0 1 5 3 : 
GDNF£ SO%mtiumtZ>mm (EC 50 ) *lffl«D**&*HJLfco «**IE1^ 

•to 

[*1] 



1 


0.2 


2 


0.4 


5 


1.0 


9 


2.5 


1 1 


0.9 


2 7 


0.5 


5 0 


0.4 


6 0 


0.8 


6 1 


0.4 


7 1 


1.7 



[0 116] 

1 ) mmm i ©ft** 3 o mg 

2) »^;vn-^ 2 q ^ 

3 ) 9UK 1 9 mg 

4) *^T'J^H»-7^*^a ! mg 

ft 6 0 mg 

1) . 2) . 3) *J:CT4) *«*LT, ^-b^K^I"*, 
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1 ) 0£»ll 1 <Dtt&m 3 0 g 

2 ) ?L$t 5 0 g 

3) h ^D3yf>r> 1 5 g 

4) * iV*>y ^ f ;V-t;Vn - X 5!7 ;>y A 44 g 

5) 7f7') >»7yi'>^A i g 

/*' 1 0 0 0i ft 140 g 

i) > 2) , 3) zvz o s <D4) u m&ttmt. ma. 

Srfrdo ^<om^mzi 4g04) isi^igos) £?1^U ttlfrll^i 

0 0i££#3 o 

[0 117] 
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mm 

[it i] 




Zli-(K -S-, -NR2-, -C0NR2-^7t(i-NR2C0- <&lt*mm¥**:KWmZtlX 

immm] &t 
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